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^ (57) Abstract: The present invention is related to the use of substituted methylene amide derivatives of Formula (I) for the treatment 
and/or prevention of cardiovascular disorders such as coronary obstruction and heart failure. In particular, the present invention 
is related to the use of substituted methylene amide derivatives of Formula (I) in particular for the treatment and/or prevention of 

jl^ endothelial dysfunction in heart failure. 
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Use of methylene amide derivatives in cardiovascular disorders 

Field of the invention 

The present invention is related to the use of methylene aniide derivatives of Formula (I) 
for the prevention and/or the treatment of cardiovascular disorders such as coronary 
obstmction and heart failure, in particular for the prevention and/or treatment of endothelial 
dysfunction in heart failure. The conopounds of this invention are particularly useful in tiie 
treatment of increased peripheral vasoconstriction in chronic heart failure. 

Background of Ihe invention 

Despite major advances in the fields of cardiology and cardiac surgery in recent decades, 
heart failure still carries a high morbidity and moitality* 

Nearly 5 millon Americans suffer from heart l&ilure, with an incidence of about 10 per 
1,000 population among the population older -flian 65 years of age (Jesstgj et aL, 2003, N: 
EngL J. Med/34S (20), 2007-2018). 

Over the past decade, the rate of hospitalization for heart feilure has increased by 159 
percent {Jesstq) et al., 2003, above). Some reasons for such a progressive incidence are 
population aging, better treatment of cardiac diseases such as acute myocardial infarction 
and non^ardiac diseases such as cancer. 

Heart failure is a constellation of signs and symptoms caused by inadequate performance of 
the heart Its evolutive and progressive nature has led specialists to define four stages of 
heart failure (1 to 4) from high risk of development of heart fidlure to progressive stmctnral 
abnormalities of the heart to end-stage symptoms (Hunt et aL, 2001, J, Anu Coll Cardiol, 
38,2101^13). 

Mainly, heart failure is defined by the inability of the heart to eject blood and to provide 
adequate x)erfusion of the peripheral organs. Heart failure does not only afiect the 
myocardium, but also has many consequences on die peripheral circulation. Especially, 
heart failure is associated with an increased peripheral vascular resistance, secondary to 



wo 2005/082347 



PCT/EP2005/050823 



-2- 

peripheral vasoconstriction. This vasoconstriction is heterogeneous, and mostly affects the 
*non essential' territories such as the skin, the intestine and the skeletal znuscle, in order to 
maintain perfusion in the 'essential' territories such as the brain or the heart in a context of 
decreased cardiac output However, this initially adaptive mechamsm may on fte long term 
increase cardiac aiterload (resistance to ventricular contraction) and cardiac work, and thus 
aggravate contractile dysfunction and contribute to the transition j&oin compensated to 
decompensated heart failure. Long term impairment or loss of heart muscle activity leads to 
the development of Chronic Heart Failure (CHF). 

The endothelium is constituted of a monolayer of cells located at the inter&ce between 
blood and the vascular wall. The endothelium plays an important role in -Qie control of 
human vascular tone and in the regulation of platelet and leukocyte ftmctions by releasing 
endotheliumHlerived nitric oxide (NO). 

An endothelial dysfunction, commonly assessed by a decreased endothelial production of 
NO in response to blood £k>w, induces an increased peripheral vasoconstriction and 
therefore an increased peripheral resistance. Bndotfaelial dysfunction has been shown to 
occur both experimentally and clinically in early cardiovascular diseases, including long 
term during heart failure. 

NO is a local factor which plays a major role in the control of vascular tone, regional blood 

I /I, 

flow and blood pressure. NO is continuously released by endothelial cells through the 
activation of endothelial NO synthase (eNOS). 

Blood-flow is the major physiological stimulus for the permanent release of NO which 
leads to flow-dependent vasodilatation or flow-mediated vasodilatation (FMD). Flow- 
mediated vasodilatation is achieved throu^ the flow-mediated activation of eNOS« 
Constitutive NO producti<m opposes vasoconstrictor influences such as tiiat of the 
sympathetic system, or of the vasoconstrictor peptides angiotensin II or eudoflielin, and 
tiius is now universally considered to be responsible for the existence of a strong permanent 
vasodilatory tone in the circulation. 



wo 2005/082347 



PCT/EP2005/050823 



-3- 

The physiological roles of NO are not limited to vasodilatation. Indeed, endothelium- 
derived NO is also a potent inhibitor of platelet aggregation and adhesion, through 
increased platelet cGMP (RadomsJd et al, 1987, Br. J. Pharmacol, 92, 639-646). When 
produced at physiological concentrations, NO also exerts potent anti- inflamm atory efifect, 
and especially inhibits the adhesion of leukocytes to endothelial cells. 

A decreased endothelial production of NO induces an increased in penqpheral 
vasoconstriction and platelet aggregation, leading to subsequent increased risks of 
vasospasm and thrombosis, respectively. Moreover, given the inhibitory effects of NO on 
leukocyte activation and adhesion, endothelial dysfunction is considered to be one of the 
triggering Actors for local vascular inflammatory responses which lead to the development 
of atherosclerosis (Jioss, 1993, Nature, 362:801-809). 

Several recent clinical data stress the role of endothelial dysfunction, NO production 

impairment or eNOS gene mutation or deficiency in cardiovascular diseases. 

The hypothesis of a link between endothelial dysfunction and the progression of 

atherosclerosis is siq>ported by several epidemiological studies showing that early 

endothelial dysfunction is a predictor of the development of atherosclerosis and of coronary 

artery disease iSuwaidi et al, 2000, Circulation, 101, 948-954; Schachinger et dL, 2000, 

Circuladon, 101, 1899-1906; FerHcone et oL, 2001, Circulation, 104, 191-196), 

A rec^t clinical study reported tibat a mutation on tiie eNOS gesnc tiaat deceases lbs NOS 

half-life in patient is associated a x>oorer event-£tee survival in fiatients witii heart £tilure 

(McNamara et al, 2003, GraulaUon, 107, 1598-1602), in agreement with data in eNOS 

deficient mice iScherrer^Cri>sbie et al, 2001, Circulation, 104, 1286-1291). 

Substituted methylene amide derivatives of Formula (I) have been developed as Protein 
Tyrosine Phosphatase (PTP) inhibitors, particularly Protein Tyrosine Phosphatase IB 
(PTPIB) inhibitors for the treatment of metabolic disorders mediated by insulin resistance 
or hyperglycemia (WO 03/064376). 
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Protein-tyrosine phosphatases (PTPs) play an important fole in the regulation of 
phosphoiylalion of proteins and represent the countexparts of kinases. PTPs modtQates the 
interaction of insulin with its receptor and the post-receptor signalling pathway by 
catalysing the dephosphoiylation of cellular substrates of the insulin receptor kinase. 
Inhibitors of PTP«1B ate known in the treatment of diabetes {MoUer et ah, 2000, Current 
Opinion in Hrug Discovery & Development 3(5), 527'-540). 

Several treatments fcst heart failure have been developed such as ^-blockers, diuretics, 
angiotensin receptor blockers. Angiotensin Converting Enzyme (ACB) inhibitors have been 
developed (phin et ah, 2001, Current Opinion in Investigational drugs, 2(7), 923-928). 

However, the multifactorial and progressive nature of heart failure provides multiple 
opportunities for therapeutic intervention and the need for new treatments for heart failure, 
especially chronic heart failure. 

The clinical evidences listed above suggest that increased peripheral resistance is partly due 
to decreased vasodilator influences, and particularly of the permanent, flow-induced release 
of nitric oxide (NO). 

Therefore, impaired peripheral production of NO might contribute to aggravate heart 
failure, and thus pharmacological interventions that restore NO production in heart failure 
mig^t exert beneficial effects in ^s disease. 
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Summaiy of the invention 

The present invention relates to the use of substituted methylene amide derivatives of 
Foraiula(I) 




0) 



for the treatment and/or prevention of cardiovascular disorders such as coronary obstruction 
and heart iailure, in particular for the treatment and/or prevention of endothelial 
dys&nction in chronic heart failure. The corapotmds of 6us invdnlion are particularly 
uselbl in the treatmrat of increased peripheral vasoconstdcdon in chronic heart failure. 

Detailed description of the invention 

The following paragraphs provide definitions of ^e various chemical moieties that make 
up the compounds according to the invention and are intended to ^ply uniformly through- 
out the specification and claims unless an otherwise expressly set out definition provides a 
broader definition. 

**PTPs" are protein tyrosine phosphatases and include for instance FTP IB, TC-PTP, PTP-^, 
DEP-1, LAR, SHP-1, SHP-2, GLEPP-1. PTP-k; PTP-m, VHR, hVHS, LMW-PTP, PTEN, 

Ml. 

"Ci-Cw-alkyrl" or •*Ci-Ci5-aikyr' refexs to straight or branched monovalrat alkyl groups 
having 1 to 12 or 1 to 15 carbon atoms. This term is exemplified by groups such as methyl, 
ethyl, n-propyl, isopropyl, n-butyl, isobutyl, tert-butyl, n-hexyl, n-octyl, n-nonyl, n-^odecyl, 
tridecyl, pentadecyl, n-pentyl and the like in straight or branched &rms liiereol 

^AzyF* refers to an unsaturated, aromatic carbocyclic groiqp of firom 6 to 14 carbon atoms 
having a single ring (e.g. phenyl) or multiple condensed rings (e.g. naphthyl). Prefmred aiyl 
include phenyl, naph&yl, phenantrenyl and the like. 
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**Ci-Ci2-aIkyl aryl" refers to Ci-Cn-alkyl groups having an aiyl substituent, including 
benzyl, phenethyl and fhe like. 

**Heteroaxyr' reiers to a monocyclic bet^omatic, or a bicydic or a tricyclic fiised-iing 
heteroammatic group. Particular exan:iples of heteroaromatic groups include optionally 
substituted pyridyl, pyrrolyl, furyl, tbienyl, imidazolyl, oxazolyl, isoxazolyl, thiazolyl, 
isothiazolyla pyrazolyl, 1^2,3 -triazolyl, l,2,4-tria2olyl, 1,2,3-oxadiazolyl, 1,2,4-oxadia- 
zolyl, 1,2,5-oxadiazolyl, 1,3,4-oxadiazolyl; l,3,4-tria2inyl, 1,2,3-triazinyl, benzofuryl, [2,3- 
dihydrolbenzofuryl, isobenzofuiyl, benzothienyl, benzotriazolyl, isobenzothienyl, indolyl, 
isoindolyl, 3H-indolyl, benzimidazolyl, imidazo[l,2-a]pyridyl, benzothiazolyl, benzoxa- 
zolyl, qutnolizinyl, qutnazolinyl, pthalazinyl, quinoxalinyl, cinnolinyl, napthyiidinyl, 
pyrido[3,4-b]pyrid5rl, pyrido[3,2-b]pyridyl, pyrido[4^-b]pyiidyi, quinolyl, isoquinolyl, 
tetrazolyl, 5A7,8-tetra[hydroquinolyl, 5,6,7,8-tetrahydroisoquinolyl, purinyl, pteridiayl, 
carbazolyl, xan&enyl orbenzoqutnolyl. 

"Ci-Ci2-allcyl beteroaiyl** leiens to Ci-Ci2-alkyl groups having a beteroaiyl substituenl^ 
including 2-farylmethyl, 2-1hienylmeth>d, 2-(lH-indol-3-yl)efliyl and fee like. 

"Alkenyl" refers to alkenyl groups preferably having fix>m 2 to 6 carbon atoms and having 
at least 1 or 2 sites of alkenyl unsaturation. Preferable alkenyl groups include ethenyl (- 
CHNCHi), n-2-propenyl (allyl, <H2aH==CH2) and the like. 

**Alkynyl** refers to alkynyl groups having from 2 to 18 carbon atoms and having at least 
1-^2 sites of alkynyl unsaturation, e.g. ethynyl (-C^H), propargyl (-Caa2CsCH), or -C^CH- 
(C2-Ci6)alkyL 

"Acyl" refers to tibe group -<XO)R where R includes "Ci-Ci2-a]kyl-, **aiyr, '^eteroaxyr', 
**Ci-Ci2-alkyl aiyl" or **Ci-Ci2-aIkyl heteroaryl". 

"Acyloxy^ refers to the group -OC(0)R where R includes "Ci-Cii-aDKyl", "aryl", 'lietero- 
aiyr, •X:i-Ci2-aIkyl aryl- or *^i-Ci2-alkyl heteroaryr. 
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"Alkoxy" refers to Hie group -O-R where R includes "Ci-Cu-alkyl" or "aiyF' or •*hetero- 
aryl" or "Ci^Cn-alkyl aiyl" or "Ci-Cia-alkyI heteroaiyl". Preferred alkoxy groups include 
by way of example, methoxy, ethoxy, phenoxy and the like. 

"Alkoxycarbonyl** refers to the group -C(0)OK where R includes "Ci-Ci2-alkyl" or "aryl" 
or •lietearoatyl" or "Ci-Ci2-alJcyl aiyl" or "Ci-Cu-aUcyl heteroaryr. 

''Anadnocarbonyr' refers to tiie group -C(0)NRR' where each R* includes independently 
hydrogen or Ci-Ci2-alkyl or aiyl or heteroaiyl or **Ci-Ci2-aIkyl aryl" or **Ci-Ci2-alkyl 
heteroaiyl". 

^tAcylamino** re^srs to the group — NR(CO)R' where each R, R* is independently hydrogen 
or "Ci-Ci2-al]cyl'' or -aiyr or "heteroaiyl" or **Ci-Ci2-alkyl aiyl" oar •'Ci-Ci2-alkyl 
heteroaryr*. 

^Halogen" refers to fluoro, chloro, bromo and iodo atoms. 

"Substituted or unsubstituted*': Unless otherwise constrained by the definition of the indi- 
vidual substituent, the above set out groups, like "alkyl**, "alkenyl", "alkynyl", "aiyl** and 
"heteroaiyl" etc. groups can optionally be substituted with firom 1 to 5 substituents selected 
fnom the group consisting of "Ci-Ce-alkyl", *n32-C6-aakenyr% ^'Ca-Ce-alkynyl", 
"cycloalkyr, "heterocycloalkyr, "d-Ce-alkyl aryl", "Ci-Cej-aUcyl het^oaiyl" "Ci-C6- 
alkyl cycloalkyl", "Ci-Ce-alkyl heterocycloalkyl" "amino", "ammonium**, "acyl", 
"iacyloa^, ••acylamino", "aminocaarbonyl", "alkoxycarbonyl", "ureido", **aiyr*, 
"carbamate". *lieteroaryr*, **sulfinyr, •'sulfonyl**, "alkoxy", "sulfenyl", "halogen**, 
"carboxy", trihalomethyl, cyano, hydroxy, mercapto, nitro, and the like. Alternatively said 
substitution could also comprise situations where neighbouring substituents have 
undergone ring closure, notably when vicinal functional substituents are involved, tims 
farming, e.g;, lactams, lactons, cyclic anhydrides, but also acetals, Aibacefals, aminals 
£nmed by ring closure for instance in an effort to obtain a protective group. 
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"Sulfonyl" refers to group '*-S02-R" wherein R is selected firom H, "aryl", **heteroaryl", 
"Ci-Ci2-aIkyr, "Ci-Ci2-alkyr substituted with halogens e.g. an -SO2-CF3 group, "C1-C12- 
alkyl aiyl" or "Ci-Cw-alkyl heteroaiyr. 

"Sulfoxy** refers to a group "~S(0)-R*' wherein R is selected ftom H, "Ci-Ci2-aIkyl", "Ci- 
Cu-alkyl" substituted with halogens e.g- an -SO-CF3 group, **aiyr, •'heteroaiyr , **Ci-Ci2- 
alkyl aiyl" or "Ci-Ci2-alkyl heteroaiyl". 

"Thioalkoxy- refers to groups -S-R where R includes "Ci-Cia-alkyl" or "aiyr or Ihietero- 
aiyl" or "Ci-Cu-aBcyl aiyl*' or '*Ci-Ci2-alkyl heteroaiyl". Preferred thioalkoxy groups 
include thiometho?^, thioetho?^, and the like. 

'Hlesistance artery** refers to an artery with a diameter that is sufficiently small (<300|Ltm), 
for the vessel to significantly influence local resistance to blood flow and its regulation. 
Resistance arteries provide the main peripheral resistance to blood flow, and as thus are 
in^rtant in the control and regulation of blood pressure, and blood flow in the major 
organ systems. 

The term *lieart ^lure" includes various stages of evolution and progression such as 
described in Jesstip et ah, 2003, above. It includes for example structural abnormalities of 
' the heart, diastolic heart failure and systolic heart failure, 

**Pharmaceutically acceptable salts or complexes*' refers to salts or complexes of the below- 
specified compounds of Formula (I). Examples^ of such salts include, but are not restricted, 
to base addition salts formed by reaction of compoxmds of Formula (T) with organic or 
inorganic bases such as hydroxide, carbonate or bicarbonate of a metal cation such as those 
selected in the group consisting of alkali metals (sodium, potassium or Hthium), alkaline 
eartib metals (e.g. calchun or magnesium), or with an organic pximazy, secondary or tertiary 
allsyl amine. Amine salts derived fiom methylarmne, dimethylaxnine, trimethylamine, 
ethylamine, diethylamine, tdethylamine, morpholine, N-Me-D-g^ucamine, N,N'- 
bis(phenyhnethyl>l^-ethanedian:une, tromethamine, ethanolamine, diethanolamine. 
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ethylenediamine, N-methylmoxpholine, procaine, piperidine, piperazine and &e like are 
contemplated being within 'die scope of the instant inve^tioxi. 

Also comprised are salts which are formed from to acid addition salts formed with 
inorganic acids (eg. hydrochloric acid, hydrobromic acid, sulfuric acid, phosphoric acid, 
nitric acid, and the like), as well as salts fonned with organic acids such as acetic acid, 
oxalic acid, tartaric acid, succinic acid, malic acid, iumaric acid, maleic acid, ascorbic axnd, 
benzoic acid, tannic acid, pamoic acid, alginic acid, polyglutamic acid, naphthalene 
sulfonic acid, naphthalene disulfonic acid, and poly-galacturonic acid. 

*Thannaceutically active derivative" refers to any compound that upon administration to 
the recipient, is capable of providing directly or indirectly, the activity disclosed herein. 
The term **indirectly'' also encompasses prodrugs which may be converted to the active 
form of the drug via endogenous enzymes or metabolism* Said prodrug is comprised of the 
active drug compound itself and a chemical masking grov^. 

•^Enantiomeric excess" (ee) refers to the products that are obtained by an asymmetric syn- 
thesis, i.e. a synthesis involving non-racemic starting materials and/or reagents or a syn- 
thesis comprising at least one enantioselective step, whereby a surplus of one enantiomer in 
the order of at least about 52% ee is yielded. In die absence of an asymmetric synthesis, e-g. 
the corresponding esters of the substituted methylene amides of formula I, racemic products 
are usually obtained that do however also have a FTP inhibiting activity. 

Said formiila also comjmses its tamomers, its geometrical isomers, its optically active 
forms as enantiomers, diastereoisomers and its racemate forms, as well as pharmaceutically 
acceptable salts tiPiereof. Preferred pharmaceutically acceptable salts of the Formula (I), are 
base addition salts formed by reaction of compounds of Formula (1) with pharmaceutically 
acceptable bases like N-methyl-D-glucamine, tromethamine, sodium, potassium or calcium 
salts of carbonates, bicaxbonates or hydroxides. 
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The methylene amide derivatives according to tibe present invention are those of Formula 
(1): 




(i) 



FoimuJa (I) con^yrises also the geometrical isomers, the optically active forms, including 
enantiomers, diasteieomers and its rac^ate faxms, as well as pharmaceuticaUy acceptable 
salts and phaxmaceuticalty active derivatives theaeof. 

The substituents R^, R^, and Cy within Formiila (I) are defined as follows : 
R' is selected from the group consisting of substituted or unsubstituted (Ct-Ci5)-aIkyl, 
substituted or unsubstituted (Ci-Ci2)-aIkyl, substituted or unsubstituted (Ci-Q5)-alkyl, 
substituted or unsubstituted (C2-Cj3)-aBcenyl, substituted or unsubstituted (G2-Ci2)-alky3tyl, 
substituted or unsubstitated aiyl, substituted or unsubstituted heteroaiyl, substituted or 
unsubstituted (3-8-membered) cycloalfcyl or heterocycloalkyl. substituted or unsubstituted 
(Ci-Ci2>alkyl-aryl or substituted or unsubstituted (Ci-Ci2)-alkyl-.heteroaryl, substituted or 
unsubstituted (C2-Ci2)-aIkenyl-aryl or -heteroaiyl, substituted or unsubstituted (C2-Ci2> 
alkynyl-aiyl or -heteroaiyl; 

R^ and R^ are each independentiy &om each other selected from tiie group comprising or 
consisting of H or substituted or unsubstituted (Ci-Ci2)alkyl, preferably R^ and R^ aie 
eachH; 

Cyis selected fiom D and E; 

D is selected from substituted iMenyl and substituted phenyl wherein substituents are 
selected from phenyl, oxadiazole and 1 or 2 moieties selected from the sn>^xp consisting of 
"NH-CO-R^ -SOa-NR^^; and -CO-NR^R^* in which R^ R^' are independentiy selected 
from H, substituted or imsubstituted (Ci-Ci5)allcyl, substituted or unsubstituted (Ca- 
Ci2)alkenyl, substituted or unsubstituted (C2-Ci2)alkynyl, substituted or unsubstituted aryl, 
substituted or unsubstituted heteroaiyl, substituted or unsubstituted (3-.8-membered) 
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cycloalkyl or substituted or unsubstituted heterocycloalkyl, substituted or unsubstituted 
(Ci-Ci2)a]kyl aiyl or heteroaiyl, substituted or xmsubstituted (C2-Ci2)alkenyl-aryl or - 
heteroaiyl, substituted or unsubstituted (C2-Ci2)a]kynyl-aryl or -heteroaiyl; 
E is selected fixnn aryl, heteroaiyl, (3-8-ineinbered)-cycloa]ky] and heterocycloalkyl 
wherein aryl, heteroaiyl^ ^-8-membered)-cycloalkyl and heterocydoallcy] are substituted 
by optionally substituted (C^-Ci8)alkyxorl; 

Such aryl or heteroaiyl inchide phenyl, naphthyl, phenantrenyl, pyrrolyl, fmyl, thienyl, 
imidazolyl, pyridyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, pyra2»lyl, 1,2,3-triazolyl, 
l,2,4-tria2olyl, 1,2,3 -oxadiazolyl, benzo(l,2,5)oxadia2»lyl, 1 A^-oxadiazolyl, 1,2,5- 
oxadiazolyl, 1,3,4-oxadiazolyl, tetrazolyl, 1,3,4-tiiazinyl, lA3-tria2inyl, benzopyrimidinyl, 
benznfuxyl, [2,3-djhydio]ben2ofutyl, isobenzo&iyl, benzothienyl, benzotnazolyl, 
isobenzothienyi, indolyl, isoindolyl, 3/^-indoly], benzimidazolyl, ben2x>11i3azolyl, 
benzGxazoly], pyxidaadnyl, pyrixnidyl, quinoHziny], quinazolinyl, pthalazinyl, quinoxalinyl, 
cnmoHnyl, napthyxidinyl, quinolyl, isoquinolyl, tetrazolyl, 5,6,7,8-tetrahydroquinolyl, 
5,6,7,8-tetrahydioisoquinolyl, puxinyl, pteridinyl, xanthenyl, ben7X)quinolyI, oxolanyl, 
pyrolidinyl, pyrazolidinyl, 2H-benzo[d]l^-dioxolenyl, indanyl, imidazolidinyl. 1,2,4- 
oxadiazolidinyl, 1,2,5-oxadiazolidinyl, 1,3,4-oxadiazolidinyl or isoxazolidinyl. 
In a preferred embodiment, and are H. 

In ano&er preferred embodiment of the jpiesent invention, R^ is A wherein A is selected 
fom substituted or unsubstituted aiyl, substituted or unsubstituted heteioaxyl, substituted or 
unsubstituted (3-8 membered)heterocycloalkyl and substituted or unsubstituted (3-8 
memb^d)cycloalkyl, in particular a substituted or unsubstituted phenyl. 

In another preferred embodiment R^ is a mcnety of flie formula -CH2-A or -CH2-CH2-A, 
mth A being selected fiom substituted or unsubstituted aryl, substituted or unsubstituted 
heteroaiyl, substituted or unsubstituted (3-8-membered)hetero<^cloalkyl and substituted or 
unsubstituted (3-8-membered)cycloa]3cyL 
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in particular, A may be a phenyl, pyridiiry], benzo-l,3-dioxolenyl, biphenyl, naphHiyl, 
quinoxalinyl, thiazolyl, thienyl, fiiranyl or a piperidinyl group, being optionally substituted 
by 1 or 2 moieties selected from tbe group consisting of cyano, halogen, NO2, (Ci- 
C6)alkoxy, aryloxy or heteroaryloxy, (Ci-C6)thioa]3coxy, (Ci-Ci2)all?yl, optionally 
halogenated (Ci-Ci2)alkyl, (C2-Ci2)alkenyl, (C2-Ci2)alkynyl, aiyl, heteroaryl, (3-8- 
membered)cycloalkyl or heterocycloalkyl, (Ci-Ci2)allcyl aiyl or heteroaryl, (C2-Ci2)alkenyl 
aryl or heteroaryl, (C2-Ci2)alkynyl aryl or heteroaryl, -COR^ -COOR^ -CO-NR^^', - 
NHOOR^ wherein R^ is (Ci-Ci2)alkyl or (Ci-Ci2)alkenyl, -SOR^ -S02R^ -SOiNR^^'wilh 
R^, R^' being independently firom each other selected fcom the group consisting of 
straight or branched (Ci-Ci2)alkyl, (C2-Ci2)alkenyl, (C2- Ci2)alkynyl, aryl, heteroaryl, (3-8- 
memb6red)cycloalkyl or heterocycloaUsyl. 

According to one embodiment, Cy is D, 

According to another embodiment R^' is H and R^ is selected from fhe group consisting of 
diphenyl-etfayl, dodecyl, octyl, 4-penlyl-benzyl, 4-phenaxy-phmelhyl, eilr/l-tbiophen-2-yl, 
pentadecyl, tridecyl, hescyloxy-phenyl, (2-efliyl>-hexyl. 
According 10 another embodiment Cy is E. 

According to a further embodiment Cy is E wherein E is selected from phenyl, pyiidinyl, 
naphthyl and benzofuranyl group; phenyl, pyiidinyl, naphthyl and benzofuranyl group 
being substituted by B-R^ wherein B is eOrynyl groiq> and R^ is substituted or unsubstituted 
(C6-Ci6)alkyl, substituted or unsubstituted (3-8 membered) cycloalkyl, substituted or 
unsiibstituted (Ci-Ci2)alkyl-(3-8 membered) cycloall^yl, substituted or unsubstituted phenyl 
or substituted or unsubstituted (Ci-Ci2)alkyl phenyl. 

More particularly, E is phenyl being substituted by B-R"^ wherein B is ethynyl gfOisp and R^ 
is substituted or unsubstituted (C6-Ci6)alkyl. 

According to a further embodiment R^ and R^ are each H, R^ is -CH2-A, or -CH2-CH2-A 
with A being phenyl or thienyl, optionally substituted by cyano, halogen, methoxy. 
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hydioxy, phenoxy, -NO2, trifluoromethyl while Cy is D, wherein D is selected from 
fhieixyl, phenyl and biphenyl; wherein thienyl, phenyl and biphenyl being substituted by - 
SOaR*, -^DO-NR^R** in which R^' is H and R^ is (C7-Ci2)alfcyl, particularly (C8-Ci2)alkyl 
and more particularly a docecyl group. 

According to another further embodiment R^ and R^^ are each H, R^ is ~CH2-A, or -CH2— 
CHz-A with A being phenyl or thienyl, optionally substituted by cyano, halogen, methoxy, 
hydroxy, phenoxy, -NO2, trifluoromethyl while Cy is D, wherein D is selected from 
thienyl, phenyl and biphenyl; wherein thienyl, phenyl and biphenyl being substituted by - 
SQ2R*, -CO-KR^^* in which R^' is H and R^ is (C7-Ci5)alkyl, particularly (C8-Cis)alkyl 
and most preferred a dodecyl group. 

According to another further embodiment R^ and R^ are each H; R^ is selected from 
phenyl, ben2yl, phenethyl, 1 -methylbenzyl which may be substituted by (Ci~C6)alkyl group 
or a cycloalkyl group; Cy is D, wherein D is selected from phenyl and biphenyl grouqp; 
wherein phenyl and biphenyl being substituted with a moiety selected from -NH-CO-R^, - 
CO-NH-R^ and a oxadiazole grov^ substituted with R^ wherein R^ is (C7-C,5)all«yl, 
particularly (C8-Cis)alkyl and more particularly a dode<^l group. 

More preferred compounds are those of Formula (F) 




wherein 

R^ is selected from the gtoi:^ consisting of phenyl, beos^l, pheneihyl, l-methylbenzyl 
which may be substituted by (Ci-C6)alkyl group or a cycloalkyl group; 
Cy is D, wherein D is selected from phenyl and biphrayl; phenyl and biphenyl b^ing 
substituted with a group selected from ~NH-CO-R^, -CO-NH-R^ and an oxadiazole groiip 
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substituted with in which is (C7-Cis)alkyl, particularly (C8-Ci5)alkyl and more 
particiilarly a dodec^l group. 

Compoiinds of the present invention include in particular tiaose of tiie gxoup consisting of: 
(benzyl {4- [(dodecyIaimiio)carbonyl] benzyl} amino)(oxo)acetic acid; 

oxo{ {4-[(pentadecylamino)carbonyl]ben2yl} [4-(tri£luoTometiiyl)benzyl]amino} acetic acid; 
(benzyl {4-[(pentadecylamino)carbonyl]benzyl} an3ino)(oxo)acetic acid; 
(benzyl {4-[(tridecylamino)carbonyl]benzyl}amino)(oxo)acetic acid; 
[benzyl(4-{[dode<^l(me^yl)amino]carbonyl}ben2yl)amino](oxo)acetic acid; 
{(4-{[dodecyl(n:te1hyl)anuno]caji>onyl}ben2yl)[4-(ti±Q 
acetic acid; 

([1 -(tert-butoxycarbonyl)-4-piperidinyl] {4-[(dodecylainino)carbonyl]benzyl}*-an3ino)-(oxo) 
acetic acid; 

{{^[(do<^^ylanmio)carbonyl]benzyl} [4-(tri£luoromett^l)benzyl]amino}(oxo)acetic acid; 
{ {4-[(dodecylamino)carbonyl]ben2yl} [3-(trifIuotomedxyl)benzyl]aniino} (Gxo)acetic acid; 
({[1 -(tert-bu1oxycaibonyl>4-piperidinyl]methyl} {4-[(dodecylanii£io)cafbonyl]-ben2yl} 
amino)(oxo)acetic acid; 

oxo{[4-<tridecanoylaniino)benzyl][4-(trifluorometiiyl)benzyl3anuno acid; 
Ibenzyl(4-{[4-(bexyloxy)benzoyl]ainino}beii2yl)an3ino](oxo)a^ acid; 
oxo{[4-(trifluoroniefliyl)ben2yl][4-(10-undecenoylamino)benzyl]ani^ acetic acid; 
oxo { {4-[(9£)-9-4etradecenoylanuno]ben2yl} [4--(trifluoromefhyl)ben2yl]anrino} acetic acid; 
{benzyl£4--(tridecanoylaniino)benzyl]amino}(oxo)acetic acid; 

{ {4-[(2-]iydroxydodecy])ainino]benzyl} [4-(tri£h30iomethyl)benzyl3ajmno}*(oxo)-aoetac 
acid; 

oxo{[4-(trilluoromethyl)ben2^1][4-(3-undecyl-l,2,4--oxadiazol-5-yl)ben^ 
acid; 

{({5-t(dodecylaniino)sulfonyI]-2-tiiienyl}mctbyl)[4-(trifluorometh 
acetic acid; 
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[ {4-[(dodecylamino)carbonyl]ben2yl } ({ 1 -[(4-methoxyphenyl)sulfofnyl]--4-piperi-dinyl} 
inetfayl)ami]io](oxo)acetic acid; 

[{4-[(dodecylammo)carbcmyl]benzyl}(2-carboxy-l -phenyle acid; 
[{4-[(dodecylainino)carboiiyl]benzyl} (2-inethoxy- 1 -inethyle1byl)amino](oxo)acetic acid; 
(4-bromo{4-[(dodecylamino)caii)onyl]ben2yl}anilino)(oxo)aceti acid; 
({4-[(dodecylainiiio)carbonyl]benzyl}aailiiio)(oxo)aceticacid; 

([2-(3-chloTophenyl)ethyl] {4-[(dodecylaimno)carbonyl]benzyl}amino)(oxo)acetic acid; 
{ {4-[(dodecylainino)caibonyl]benzyl} [2<3-metiioxyphenyl)ethyl]anuno}(oxo)acetic acid; 
{{4-[(dodecylainino)carbonyl]benzyl} [(d,l)-trajis-2-phcnylcyclqpropyl]anmio}--(oxo) acetic 
acid; 

([(dJ)-tiaiis-2-(beBzyloxy)<^clopenlyl] {4-[(dodecylaniino}caibonyl]b6nzyl} -amino)-(oxo) 
acetic acid; 

({4-[(dcKiecylainino)carbonyl]beaizyl} -4-plienoxyanilino)(oxo)acetic acid; 
[{4-[(dodecylanuiio)carbonyl]bexjzyl} (1 A3,4-tetrahydTO-l-Mphtha3ei]yl)ainino]-(oxo) 
acetic acid; 

((l-ben2yl-4-piperidinyl){4-[(dodecyIamino)caiijonyl]ben2^ 

{ {4-[(dodecylanuno)carbonyl]ben2yl} [2-<4-phenoxyphei^l)e1byl]axn3no}(oxo)acetic add; 

{{4-[(dodecylanuno)carbcnyl]benzyl} [2<2-phenoxypbetiyl)ethyl]amino}(oxo)acetic acid; 

((2-[14'-biphenyl]-4-yletby0{4-[(dodecylainitto)caibonyl]ben2^ 

(([l,l'-biphenyl3-3-ylmeihyl){4-[(dodecylaimno)carbonyI]ben2y 

(3-(ben2yloxy) {4-[(dodecylamino)cafbonyl]ben2yl} a3iilino)(bxo)acetic acid; 

([4-(benzoylamiiio)beiizyl] {4-[(dodecylaimno)carbonyl]ben2yl}aimno)(oxo)acet^ acid; 

N<caii>oxycai±K>nyl>N-{4-[(dodecylamino)caibonyl]ben^^ 

{ {4-[(dodecylanuno)cdiboiiyl]benzyl} [4-(1^3-tihiadiazol-4-yl)ben2yI]anuno}-(oxo)acetic 
acid; 

[{4-[(dodecylainino)carbonyl]ben2yl}(4-pentyIben2yl)ain^ 

[ {4-[(dodecylamino)carbonyl]ben2yl } (1 -phenylethyI)ainino](oxo)acetic acid; 

{ {4-[(dodecylaniiiio)carbonyl]bcnzyl} [l-(l-naplithyl)efhyl] amino} (oxo)acetic acid; 

(benzyl {3-[(dodecylanmio)carbonyl]beii2yl} amino)(oxo)acetic acid; 

({3-[(dodecylamino)cafbonyl]benzyl} [4-(methylsijlfonyl)beixzyl]amino}(oxo)acetic acid; 
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((3 -cy anobenzy 1) {3 -[(dodecylainijio)carbonylJben2yl } amino)(oxo)acetic acid; 
{{3-[(dodecylainino)caibonyl]benzyl} [4-(trifluoroiriethyl)ben2yl]amino}(oxo)acetic acid; 
[(4-chlorobenzylX3- {[(4-pentylbenzyl)aimno]carbon^^^ acid; 
oxo{t4-({[2-(2.fhienyl)efliyI]aimno}carbonyl)benagr 
acetic acid; 

{benayl [(3'- {[(2,2-diphenylethyl)an2ino]caibonyl} [ 1 , ^ 
(oxo)acetic acid; 

{(3-cyanobeii2yl)[(3'- {[(2,2-dipheftylethyl)ainijno3carbonyl} [1 ,1 '-biphenyl]-4-yl) methyl] 
amino} (oxo)acetic acid; 

{(4-chlorobcai2yl)[(3'-{[(2,2-diphenyletfayl)aniino 
amino} (oxo)acetic acid; 

{[(3'-{[(5,2-diphenylefhyl)amino]carbDnyl}[l,l«-^^^ 
mediyl)bexi2yl]amino}(oxo>acetic acnd; 
((3-cyanoben2yl){[3H{[2<4-ph€aaaxyphenyl)efliyl]ami^ 
methyl} amino)(oxo)acetic add; 

oxo{{|3K{[2-(4-pbenoxyphenyl)ethyI]amino}caibonyl)[l,l'.biph^^ 
(trifluorametliyl)ben2yl]amino} acetic acid; 

[(3 -cyanoben2yl)({3'«[(octylamino)carbonyl] [1 , 1 '-b3phenyl]-4-yl}methyl)amino]-(oxo) 
acetic acid; 

[(4-cMoroben2ylX{3*4(oc^lamino)cai1>onyl][l,l'-bipheny^ 
acetic acid; 

{({3'-[(octylamiiio)carbonyI][l.r-biphenyl]-4-yl}mefli^ 
amino} (oxo)acetic acid; 

{(3K;yanoben2yl)[(3'-{[(3-phenylpropyl)aniino]carbonyl} [l,l'-biplienyl]^yl) metliyl] 
amino} (oxo)acetic acid; 

[(3-cyanoben2ylX{3'-[(dodecylamino)caibonyl]£l,l'-biphenyl]-4-^^ 
acetic add; 

[(4-chloioben2ylK{3'-t(dodecyIanadno)caibonyl][l,r-b^^ 
acetic acid; 
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{({3'-[(dodecylainino)carbonyl] [1 , 1 -biphenyl]--4-yl}methyl)[4-(trifiuoromethyl)-benzyl] 

amino} (oxo)acetic a<dd; 

{benzyl[(3 - {[(4-pemlyIbeii2yl)aimno]carl^ 

acetic add; 

5 {(3-c^wiobeo2yl)[(3'-{[(4-pentyIbeiizyl)amino]caiboi^^ [1 ,1 '-biphenyl]-4-yl)-iiiefI^l] 
amino} (oxo)ace1ic acid; 

{(4K;ldorobenzyl)[(3*-{[(4-penlylbenzyl)amino]carbonyl}ri,l'-biphenyl]-^ 
amino} (oxo)acetic acid; 

oxo {[(3'- {[(4-pen1ylben2yl)ammo]caibonyl} [1 ,l'-biphenyl]-4-yl)me&^ 
10 methyl)benzyr|amino} acetic acid; 

oxo{[(3'- {[(4-phenylbutyl)amino]carbonyl} [1 , l'-biphcnyl]-4-yl)methyl][4-(trifliioro- 
metibLyl)benzyl]amino} acetic acid; 

{(3-cyaiK>ben2yi)[(3'-{[(2-mcsityle<h^)amino]carbonyl}[l,l'-b^^ 
amino} (oxo)acetic acid; 
15 {(4-chloiobenzyl)[(3'-{[(2-mesi1yle<byl)amino]carbonyl} [1,1 -biphenyl]-^ 
amino} (oxo)acetic acid; 

{[(3'-{[(2-mesitylelhyl)ammo]carbonyl}[l,l'-biphenyl]-4-yl)metiiyl][4-(^ 
benzyl]amino} (oxo)acetic acid; 

((4-chloroben2yl){[3H{[2-<4-methoJOT^™yJ)et^yQa™^ 
20 mediyl}aminoXoxo)acetic acid; 

[{4-[(dodecylamino)carbonyl]ben^}(4-methoxyben2yl)ai^ acid; 

{ {4-[(d6<iecylamino)carbonyl]benzyl} [4-(mettiyls\ilfonyl)benzyl]amino} (oxo)acetic acid; 

t{3-[(dodecylamino)caibonyl]benzyl}(4-medioxyben2yl)amino](oxo)acetic acid; 

{{3-[(dodecylamino)caibonyl]benzyl} [3-(trifluoromethyl)benzyl]aniino}(oxo)acetic acid; 
25 ({4-[(dodecylamino)carbonyl]ben5Eyl} {[6-(trifIuoromethyl)-3-pyridinyl]methyl} -amino) 

(oxo)acetic acid; 

4-[((carboxycarbonyl) {3-[(dodecylamino)carbonylJben2yl}amino)methyl]benzoic acid; 
({3-[(dodecylamino)caibonyl]bcii2yl} {4-[hydroxy(oxido)andno]benzyl} -amino) (oxo) 
acetic acid; 

30 [{3-[(dodecylamino)cacbonyl]ben2yl} (2-fluoxoben2yl)amino](oxo)acetic acid; 
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[{3-[(dodecylammo)carbonyl]benzyl}(2-pyridinylinethy]^ 
[{3-[(dpdecylaniino)carbonyl]benzyl}(3-fhienybneft^^ 

[{3-[(dodecylamiiio)carbonyl]beiizyl} (4-hydroxybenzyl)ainino](oxo)acetic acid; 
[{3-[(dode<yIainmo)carbonyl]ben2yl}(4-plienoxybe^ acid; 
({3-[(dodecylainino)carbonyl]ben2yl} {[6.(trifl 
(oxo)acetic acid; 

3- [((carboxycarboiiyl) {34(dodecylamino)caibony]]benzyl}amino)methyl]^ acid; 
5-[((carboxycarbonyl){3-[(dodecylamino)carbonyl]beirzyl}aii^ 
phenecarboxylic acid; 

({4-[(dod€cyIamino)cart>onyl]ben2yl} {4-[hydroxy(oxido)ainino]-beii2yl} -aminoHoxo) 
acetic acid; 

((l>beim>dioxol-5-ylmefhy5{4-[(dodecylamino)cai^^ 

acid; 

[{4-[(dodecylainiiio)carbonyl]ben2yl} (2-£luoiobenzyl)amxiio](oxo)acet]c acid; 
[{4-[(dodecylainino)carbonyl]ben2yl}(4.phenoxybeiizyl)ai^ 

4- [((carboxycaibonyl) {4-[(dodecylaniino)carbonyl]ben2yl}amino)metbylJb^ acid; 

5- [((caiboxycaibony]){4-[(dodecylaniino)carbonyl]benzyl}an^ 
carboxylic acid; 

[{3-[(dodecylamino)caibcmyl]ben2>d}(^-thieayhnel^^ acid; 
[{4-[(dodecylaniino)caibonyl]beD2yl}(isopropyl)ainino](^^ acid; 
((3,5-dichlorobenzyl) {4-[(dodTCylainino)cafbonylJbCT2yl}aitiin acid; 
[(3,5-di<^oroben2ylX4-{[(3,3^henylpropyl)a2nm 
acid; 

r(4-{[(2-[l,r-biphenyl]-4.ylettiyl)amino]caibonyl}bem^ 
(axo)acet]c acid; 

I(l,3-benzodioxol-5.ylmethyl)(4.{[(2-[ia'-biphenyl]^yleti^^ 
amino](oxo)acedc acid; 

(2,3-dihydro-lH-inden-l-yl{4-[(dodecylainino)caibonyl]^ 
{2,3-dihydro-lH-inden-l-yl[4-({[2K4-phenoxyphenyl)elhyg 
aixdBo}(oxo)acetic acid; 
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[{4-[(dode<ylamiiio)carbonyl]ben2yl} (4-pyridinylmethyl)amj^^ acid; 
([4-(diinethylainiao)beiizyl] {4-[(dodecylainino)caibonyl]benzyi} ammoXoxo)acetic acid; 
[{4-[(dode(^lamino)caTbony]]benzyl} (3-pyTidinylmethyl)amino](oxo)acetic acid; 
((4-cyarioben2yl){4-[(dodecylaiiiino)caiboByl]ben^l}aiim acid; 
[{4-[(dodecylamino)carbonyl]beiizyl}(l,3-1iiiazol-2-ylmethyl)anm 
({4-[(dodecylamino)cai4>ony]]ben2yl}{[2-(4-maipholinyl)-l,3-tbiaz 
(oxo)acetic acid; 

[{34(dodecylamino)ciaibony)]beii2yl}(4-pyridinybnethyl)amino](o 
[{3-[(dodecylamiBo)caibonyl]benzy]}(3-pyridinybnefhyl)^^ acid; 
[{3-[(dodeco^laimiio)carbonyl]b6nzyl}(3-hydroxybenzyl)an^ acid; 
((4-cyanobci]2yl){3-[(dodecy]aniino)ca]bonyl]b^]zyl}ai^ acid; 
[^3-[(dodecylainiiio)caibony}]ben2yl}(l,3-thiazol-2-ylmelh^ acid; 
({3-[(dodecylainiiio)caibonyl]benzyl}{[2-(4-mcniA^ 
(axo)acetic acid; 

((1 ,3-beiizodioxol-5-ylmeilayl) {3- [(dodecylamiao)caib<myl] -benzyl) ainino)-(oxo) acetic 
add; 

[{4-[(dode<^lamino)caibonylJbeii2ryl}(2-lMei]y acid; 
[{4-[(dode<^lainiiio)carbony1]ben2yl}(2-pyridinylme1ii^^ acid; 
[{4-[(dod€<^lainiBo)caibonyl]benzyl}(3-thieny]i^ acid; 
[{4-[(dodecylanmio)carbonyl]benzyl} (4-hydroxybenzyl)amino](oxo)acetic acid; 
3 - [((caiboxycarbcmyl) {4- [(dodecylaitdno)cafbonyl]ben2yl} aniino)methyr[benzoic acid; 
[cyclopeotyl({5-[(dodecy]amino)sulfbnyl]-2-thienyl}melhyl)amino](oxo)ac^ acid; 
[beii2yl({5-[(dodecylamino)sidfonyl]-2-thienyl}methyl)aniino](oxo)^^ acid; 
(({5-[(dodecy]ainino)sulfonyl]-2-thienyl}ixiethyl){3-[^ 
ainino)(oxo)acetic acid; 

[({5-[(dodecylamino)sidfonyl]-2-lhienyl}methyl)(4-xx3ethoxyben2yl)^^ 
acid; 

[({5 -[(dodecylamino)sulfonyl] -2-thienyl} inethyl)(2-fluorobenzyl)amiiio] (oxo)acetic acid; 

{({5-[(dodecylamino)siilfonyl]-2-thieoyl}methyl)[4-(methylsidfon^ 

amino} (oxo)acetic acid; 



wo 2005/082347 



PCT/EP2005/050823 



-20- 

[({5-[(dodecylammo)sulfonyl].2-thienyl}methyl)(4-ph^ 
acid; 

4.{[(carboxycarbonyl)({5-[(dodecylamino)sulfbnyl].^^ 
benzoic acid; 

(({5-[(dodecylaimno>ulfonyfl.2-tihJenyl}mefl^^^^ 
methyl} aniino)(oxo)acetic acid; 

{({5.[(dodecylainino)sulfonyl]-2.thienyl}me1hy])[3<t^ 
acetic acid; 

[(3-chloroben2ylX{5-[(dodecylairdiio)sulfonyl]-2-^^ 

{[(5-{t(3,3-dipheiiylpropyl)amino]sulfonyl}.2-^1hienyl)me&^^ 
axruno}(oxo)acetic acid; 

{(3KMorobeii2yl)[(5-{[(3,3-<iipheny^piopyl)a^ 
(oxo)acetic acid; 

oxo{{[5-({[2-(4.phenoxyphenyl)e&yl]amino}s«lfbiiyl>2-t^ 
methyl)beii2yl]amiao} acetic acid; 

((3H:hloroben2yl){[5<{[2<4.phenoxyphenyl)elby1]amino}sulf^ 
amino)(oxo)acetic acid; 

{[(5-{[C2-[l,l'-bipbenyl]-4-ylethyl)anuno]suIfbn^ 
b^]2yl]anuno}(oxo)acetic acid; 

(({l-[(qrcloheE?QrlanMno)caibanyl]-4-piperidm 
benzyl} aiimio)(oxo)acetic acid; 

([(l-{[4<dimetbylamino)amlino]carbonyl}-4-pipeiidinyy^ 
carbonyl]benzyl}ainino)(oxo)acetic acid; 

{{4-t(dodecylaimno)carbonyI]ben2yl} [(l~liexanoyl-4.piperidinyl)methyl].amiQo}-(oxo) 
acetic acid; 

({4.[(dodccylanMno)caibonylIbenzyl} {[K3.iodobenzoyl)-4^^^ 
(oxo)acetic acid; 

{{4-[(dodecylaimno)caibonyl]ben2yl}[(l-{(2E)-3"[3Ktrifluw^ 
propenoyl}-^piperidinyl)methyl]aniiao}(oxo)acetic acid; 
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({4-[(dodecylaniixio)carbonyl]benzyl} {[1 -(2-quinoxalinylcarbonyl)-4-piperidinyl]-inetfiyl} 
ainino)(oxo)acetic acid; 

[({ 1 -[(4-methoxyphenyl)siilfonyl]-4-piperidinyl}ine1hyl)(4- {[(4-phenoxybenzyl) amino] 
carbonyl}benzyl)ana3iio](oxo)acetic acid; 
5 [{[l-(3-icddben2oyl)-4-pipcridinyl]mefeyl}(4-{[(4-phe^ 
benzyl) ainino](oxo)ace1ic acid; 

oxo{(4- { [(4-phenoxybenzyl)ammo]caibonyl}benzyl)[(l- {(2E)-3-[3Klrifluoromel^^ 
phenyl]-2-propenoyl} -4-piperidinyl)methyl]amino} acetic acid; 

{{4-[(dodecylamino)carbonyl]phenyl} [2-(naeliioxycarbonyl)ben2yl]-ainino} (oxo) acetic 
10 acid; 

[[4<{[2<l,r-biphenyl-4-yl)e1hyl]ainino}caibonyl)-2-biomol^ 
(<»co)acetic acid; 

[(2-biomo-4-{[(4-pentyIben2yl)aniino]cafbonyl}beii2ylX^^ 
acid; 

15 [{2-bix>mo-4«[(dodecylamino)carbonyl]ben2yl}(4-iodoben^ acid; 
[(2,6-dibiomo-4-{[(4-pen1ylben2yl)aniino]caibonyl}ben2ylX4-iodob 
acetic acid; 

((4-iodoben2yl){[4'-<{[2-(4-phraoxypheiorl)etfayqamino}cariKmyl>l,l'^^ 

methyl} amino)(oxo)acetic acid; 
20 {[2-bix>mo-4-({P<4-phenoxyphenyl)ethyl]amino}caibonyl)benzyB tC^'-fluoro-l,! - 

biphenyl-3-yl)methyl]amino}(oxo)acetic acid; 

{[4-({[2-<l ,I'-bipbenyl-4-yl)etbyl]aimno} carbonyl)-2-bromoben2^ 

biphenyl-3-yl)methyl]aniino}(oxo)acetic acid; 

{(2-bromo-4-{[(4-pentyIbeii2yl)aniino]carbonyl}beii2yl)[(^^^ 
25 methyl] axtdno}(oxo)acetic acid; 

{[2,6-dibit>mo-4-({p-(4-phenoxypheiQrl)ethyl]amino}cait^ 

biphenyl-3-yl)mediyl]anuno} (oxo)acetic acid; 

{[4-({p^;i ,I'-bipihenyl-4-yl)ethyl]amino} carbonyl)-2,6-dibnMnobcnzyl][(4*-fhioio-l,l'- 
biphcnyl-3-yl)methyl]ainino}(oxo)acetic acid; 
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{(2,6-dihromO'-4- {[(4-pentylbenzyl)amino]carbonyl}ben2yl)[(4'-fluoro- 1 , 1 '-biphenyl-3-yl) 
m6thyl]amino}(oxo)acetic add; 

{ {236-dA>romo-4-[(dodecy]amino)caibonyl]ben2y]) [(4'-£luoro- 1,1 '-bipheiiyl-3-yl) mefliyl] 
amino} (oxo)acetic acid; 

([(4'-£luoro-l,l'-biphenyl-3-yl)mefhyl3{[4H{t2<4-phenoxyphen^ 
1 J'"biphenyl-4-yl]methyl}aiiiino)(oxo)acetic acid; 
{({4'-[(dodecylaimno)carbonyl]-l , r-biplienyl-4-yl}melfayl)[(4'-^^ 
methyl] amino} (oxo)acetic acid; 

{(2-bromo-4- { [(4-pentylben2yl)amino]carbonyl}benzyl)[2-(1rifluoromethoxy)-benzyl] 
amino} (oxo)acetic acid; 

{(2,6-dibromo--4-{[(4-pentyIben2yl)amino]caxbonyl}benzyl)[2-(triflu^^ 
amino} (oxo)acetic acid; 

oxo{{[4^{[2-(4-phe«oxyplieityl)e1hyl]amino}carbony1)-l,l'-biphm 
(tri£Luorometlioxy)ben2y]]amino} acetic acid; 

{({4-[(dodecylamino)carbonyl]-l,l'-biphenyl-4-yl}methyl)[2-(trifluoromethoxy^^ 
amino} (oxo)ace1ac acid; 

[[2-bromo-4-({[2-<4-phenoxyphenyl)ethyl]amino}caibonyl)benzyl](3-ph 
amino](oxo)acetic acid; 

[[4<{[2<l,l«-biphenyl-4-yl)efeyqamino}caibQnyl)-2-hromoben^ 
amino](oxo)acetic acid; 

[(2-bromo-4- {[(4-pentyIben2yl)amino]carbonyl}ben2yl)(3-phenoxybenzyl)^ (oxo) 
acetic acid; 

[[2,6-dibromo-4-({ [2-(4-plienoxyphenyl)ettiyl]amino} caibonyl)benzyI](3 -phenoxy 
ben2yl)amino](oxo)acetic acid; 

[[4<{[2<l,r4>iphenyl-^yl>fliyl]amino}caii)onyl)-2,6-dibromol^ 
amino](oxo)acetic acid; 

[(2,6Hiibromo-4*{[(4-pen1ylbenzyl)aniino]carbonyl}benzy])(3 
(oxo)acetic acid; 

[{2,6-dibromo-~4*[(dodecylamino)caibonyl]ben2yl}(3-pbenoxybenzyl)amino](oxo)-^^ 
acid; 



wo 2005/082347 



PCT/EP2005/050823 



oxo((3-phenoxyben2yl){[4H{[2-(4-phenoxyphenyl)ethyI]anuno}caTbony 
yl]in6fhyl}amitio)acetic acid; 

oxo[[(4'- {[(4-pentylbenzyl)amino]carboiiyl} -1 , 1 '-bipheoyl-4-yl)mcthyl](3-phenoxybeiizyl) 
aminojacetic acid; 

5 [({4*-[(dodecylamino)carbonyl]-l , 1 •-biplienyl-4-yl}metiiyl)(3 ^phenoxybenzyl)-ai]xmo](oxo) 
acetic acid; 

[[2-bromo-4-({[2'<4-phenoxyphenyl)elhyl]aniino}carbonyl)benzyl](2-iodobe^ 
(oxo)acetic acid; 

[[4-({[2-(l ,1 '4>ipheiQrl-4-yl)ethyl]anaJno}caiboByl)-2-biomoben2y]]^^ 
10 (oxo)acetic acid; 

[(2-brQmo-4-{[(4-pen1y]bexizyi)amino]carbonyl}ben2yl)(2-iodol^^ 
add; 

[ {2-biomo-4-[(dodecylamino)carbonyl]benzyl} (2-iod6ben2yl)aitiiiK)] (oxo)acetic acid 

([2-bromo-4-( { [2-(4-phenoxyplienyl)ethyl]amino} cafbonyl)benzyl] {[2 -(trifluoro-nietiiyl)- 
15 1 ,1 '-biplienyl-4-yl]methyl} aniiiio)(oxo)acetic acid; 

([4-({(2-(l,l '-biphenyl-4-yl)e1hyl]amiBo}caibonyl)-2-biTom6bexizyl] {[2'-(trifluoro-methy1)- 

1 J'-biphenyl-^yl]metiiyl}amino)(oxo)acetic acid; 

(^-bromo-4-{[(4-pentyIben2yl)aiiiino]caibonyl}ben^ 

-4-yl]me1hyl}amiiio)(oxo)acetic acid; 
20 ((2 -bromo-4- { [(4-pentylbenzyl)aiiuBo]carbonyl} benzyl) { PH^fi^oromcthyl)- 1 , 1 -bq)lienyl 

-4-yl]methyl}ainiiio)(oxo)acetic acid; 

({2-Kix)mo-^[(dodecylammo)caibonylJbenzyl} {[2-(1rifluorometibiyl)-l,l -biplienyl-4-yl] 
methyl} ainino)(oxo)acetic acid; 

([4<{[2-(l,l'4>ipheiiyl-4-yl)elhyl]ainmo}caibonyl)-2,6-dfl 
25 inethyl)-l,l*-bip1ienyl-4-y1]inethyl} aniiiio)(oxo)acetic acid; 

((2,6-dibn>mo-4-{t(4-pentylbenzyl)amino]caibonyl}benzyO{[2Ht^ 
bipbenyl-4-yl]inethyl} ainino)(oxo)acetic acid; 

({2,6-dibromo-4-[(dodecylamino)carbonyl]benzyl} {[2-(trifluoromc1hyl)-l,l'-biplicnyl-4- 
yl]methyl}amino)(oxo)acetic acid; 
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(({4'-[(dodecylainino)carbonyl]- 1 , 1 -biphenyl-4-yl } methyl) {[2'-(trifluoroinethyl)- 1,1'- 
biphenyl-4-yl]me1hyl}ammo)(oxo)acetic acid; 

{ [2<1 J '-biphenyl-4-yl)ethyl]a2nmo}carbonyl)-2-bromobenz^ ,1 '-biphenyl-2- 
ybnethyl)ainino](oxo)acetic acid; 

[(1,1 •-biplienyl-2.ylmelhyl)(24mmo-4-{[(4-penty 
(oxo)acetic acid; 

((1 ,1 '-biphenyl-2-ylinethyl) {2-biomo-4-[(dodecylamino)carbonyl]^^ 
acetic acid; 

{(l,l'-biphenyl-2-ylmetbyl)[2,6-dibromo-4-({[2-(4-phenoxyphenyl^^ 
be£izyl]amiBo}(oxo)acetic acid; 

[[4<{[2<l,r-biphenyl-4-yl)e&yl]amino}carbonyl)-2,6-dil>romo 
ylmetlxyQamino]((]xo)acetic acid; 

[(1,1 '-biplienyl.2-ylmedayl)C2,6-dibromo-4- {[(4.penlyIben2yl)ainino]carbQiiyl} -benzyl) 
amiao](oxo)acetic acid; 

((1,1 -biphenyl-2-ylmeftyl){2,6-diT>ronio-4-[(dodecylai^ -amino)(oxo) 
acetic acid; 

{(2-bix)mo-4-{[(4-i3entyIben2yl)aniino]caibonyl}ben2yl)[4-(« 
amino} (oxo)acetic acid; 

{{2-bro!mo-4-[(dod6cylamino)carbonylJben2yl} [4-(trifIuoroniethoxy)ben2yl]amino}-(oxo) 
acetic acad; 

{(2,6-dibroin0-4- {[(4-pentylben2yl)amino]caibonyl}benzyl)[4-(lrifluorQm^ 
amino} (oxo)acetic acid; 

{(2-bix>mo-4.{[(4-pentylben2yl)amino]carbonyl}ben2yl)[3-(triflw 
amino} (oxo)acetic acid; 

{{2-bromo-4-[(dodecylamino)carbonyl]ben2yl}[3"(trifluoromethoxy)benz^ 
acetic add; 

{(2,6-dibromo-4-{[(4-pentylben:^l>mino]caibonyl}benzyl)[3-(tt^ 
amino}(oxo)acetic acid; 

{ {2,6-dibromo-4-[(dodecylamino)carbonyl]ben2yl} [3-(triflnorraietho3Qf)bcn2yl] -amino} 
(oxo)acetic acid; 
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{({4-[(dodecylamino)carbonyl]-l J'-biphenyl-4-yl}methy0[3-(1rifluorom 
amino} (oxo)acetic acid; 

[[2-bromo-4-<{[2-<4-phenoxyphenyl)ethyl]atnino}carbonyl)be^ 
ain]no](oxo)acetic acid; 
5 [[4-({[2-(l,r-biphenyM-yl)ethyl]amino}carbonyl)-2-biomobenzyl](4-^ 
aimno](oxo)acetic acid; 

[(2-bromo-4-{[(4-pentyIbeBzyl)amino]carbonyl}beii2yl)(4-pheno3^ 
acetic acid; 

[{2-bromo-4-[(dodecylamino)carbonyl]ben2yl}(4-phenoxybei]fl:yl)an^ acid; 
10 [[4-({[2-(l,l '-biphenyl--4-yl)etiiyl]amiiM>}carbonyl)-2,6-dibromoben2yl](^^ 
aiiuno](oxo)acetic acid; 

[(2,6-dibiomo-4-{[(4-pentyIbenzyl)ainino]caibonyl}b^ 
(oxo)acetic acid; 

{[4-({[2-(l,l'-bipheny3-4-yl)ethyl]ainino}caibonyl)-2-bromobeii^ 
15 benzyl]aniino}(oxo)acetic acid; 

{(2-bromo-4- {[(4-pentylbenzyl)ainino]carbonyl}benzyl)[4-(tri£luoromeA - 
amino} (ox6)acetic add; 

{ {2-biomo-4-[(dodecylamino)carbonyTlben2yl} [4-(trifiuo«Mnethyl)benzyl]anuno} -(oxo) 
acetic acid; 

20 {(2,6-dibromo-4-{[(4-pen1ylbenzyl)amino]carbonyl}benzyl)^^ 
amino} (oxo)acetic acid; 

{ {2,6-dibiom6-4-[(dodecylamino)carbonyl]benzy]} [4-(tii£luoxomethyl)benzyIl-ainino} 
(Qxo)acetic acid; 

oxo {[(4*- {[(4-pentyIbenzyl)amino]caxbonyl} - 1 ,1 '-biphenyl-4-yl)methyl][4-(trifluoio- 
25 methyl) ben2yl]amino} acetic acid; 

{{2-b]tnno-4-[(dodecylamino)carbonyl]benzy1}[3-(triiluon)me 
(oxo)acetic acid; 

{ {2,6-dibromo-4-[(dodecylamino)ca3bonyl]benzyl} [3--(1]i£luoiomethyl)benzyl]-amino} 
(oxo)ac6tic acid; 
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oxo{[(4'-{[(4-pentylbeixzyl)amino]carbonyl}-l,r-biphenyl-4^yl)^^ 
methyl)beDzyl]a]iiino} acetic acid; 

{(4-dibenzo[>,d]iuraD-4-ylbenzyl)[4-(trifluoromethyl)b 

{(4Hlibenzo|>,d]fiu:aB-4-ylbeii2yl)[4-(trifhi^^ add, N- 

methyl-D-glucamine (i.e. l-deoxy-l-(nietfaylaiii]iio)glucitol) sal^ 

({4-[(dodecylainino)carbonyl]beii2yl} {1 -[4-(tri£luoiomefhy])phenyl]ethyl}aixnnoHoxo) 
acetic acid; 

({4-[(dodecyIainino)carbony]]ben2yl} {1 -[4-(trifluoromethyl)phenyl]ethyl}amiiioHoxo) 
acetic acid, N-methyl-D-glucamine (i.e. l~deoxy-l-(inethylamino)glucitol) salt; 
{({4'-[(octy]amino)oaibonyl]-l,r-biphenyl-4.yl}mefliyl)[4-(lri^ 
amino} (oxo)acetic acid; 

Qxo{(4-tetradec-l-yDyIbeD2yl)[4<tdfhjoromethyl)benz^ add; 
{(4-dodec-l-ynyIbenzy])[4-(trifIuoxQmel3iyl)beii2yl]aii^ (oxo)acetic acid; 
{{4-[(dodecylairdno)carbonyl]benzyl) [4-(trifluoromethyl)pheoy]]anmio}(oxo)acetic acid;' 
[{^[(<^odecylainino)carbonyl]ben2yl}(2-metiboxyphenyl)anm acid; 
((1 ,2-diphenylethyl){4-[(dodecylaniino)caTbonyl]ben2yl}ambio)(oxo)acet^^ acid; 
N-(caiboxycail>oflyl)-N-{4-[(dodecylamino)caitK)nyl]beiizyl^ 
[{4-[(dodecylainino)carbonyl]ben2yl}(3-phenoxypbenyl)aii^ acid; 
[{4-[(dod6Gylan3iBo)caibonyl]beii2yl}(2-isppropoxyphe&y 
[{4-[(dodecylamtBo)carbQnyl]benzyl} C4-iodophenyi)amino](oxo)acetic acid; 
{{4-[(dodecylamino)caibonyl]beiizyl} [3-fluoTO-4-(frifLuorometiiyl)benzyl]-a2m]io} (oxo) 
acetic acid; 

((3 -chloro-2-methy]phenyl) {4-[(dcK3ecylaniino)cafbonylJbenzyl} aimno)(oxo)ace1ic acid; 

4'<(carboxycart>onyl){4-[(dodecylaimiio)carbonyl]be^ 

carboxylic acid; 

((2,4^cUoroben2yl){4-[(dodecy]amino)carbonyl]beiizyl}a2nino)^^ acid; 
[ {4-t(dodecylainmo)carbooyl]ben2yl } (1 -phenylpropyl)ainino](oxo)acetic acid; 
([2-(4-ch]orophenyl)propyl] {4-[(dodecylainino)carboxQrl]beD2yl}aiiiino)(^^ acid; 
[{4-t(dodecylamiiio)carbonyl]benzyl} (4-isoprppoxypheny])annno](oxo)acetic add; 
([4.(ben2yloxy)phenyl]{4-[(dodecylainino)carbonyl]beii:qrl}a^^ 
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{ {4-[(dodecylammo)carbonyl]b6nzyl} [2-(trifluoromethyl)benzyl]amino} (oxo)acetic acid; 
[{4-[(dodecy]amuio)carbony]]beQzyl} (2-methoxybeBzyl)axnino](oxo)acetic add; 
([(lR)-l-(4-chlorophenyl)efhyl] {4-[(dodecylamino)carbonyllben2yl}ammo)-(oxo) acetic 
acid; 

5 ((3 ,4-dicbIorobenzyl) {4-[(dodecylainino)cafboiiyl]beiizyl} ainino)(oxo)acetic acid 

((1 4jeii2otluen-3-ylmel3iyl){4-[(dodecylamino)carbonyl]ben2yl}aini^ acid; 
([2-(2,6-dichlorophenyl)ethyl] {4-[(dodecylamiiio)carbonyl]berizyl} amino)(oxo)acetic acid; 
({4-[(dodecylamiiio)carbonyl]benzyl}{2-[3-(trifluoTomelhyl)phenyl]ethyl}-aniin^ 
acetic acid; 

10 { {4-[(dodecylamino)carbony]]benzyl} [2-(3~fluQropheny1)e^l]amino} (oxo)acetic acid; 
([(lS>l<4-cMorophenyl)cthyl]{4-[(dodecylaniino)caxbonyl]benzyl}ai^ 
acid; 

{ {4- [(dodecylamiBo)cafbonyl]benzyl} [(1 S)-l -pbenylethyl]ainiiio} (oxo)acetic acid; 
{ {4- [(dodecylaa)ino)carbonyl3benzyl} [( 1 R)- 1 -plienylethyl]amino} (oxo)acetic acid; 
([3 -(ben2yloxy)phenyl] {4-[(dodecylanm2o)carbonylJbeii2yl} amixio)(oxo)acetic acid; 
N-(carboxycarbonyl)-N- {4- [(dodecylamino)carboiiyl]beiizyl} -D-phenylalanine; 
{{4-[(dodecylainino)carbonyl]phenyl} [4-(tri£luoromethyl)benzyl]ami2io}(oxo)acetic acid; 
{ {4-[(dodecylaimno)carbonyl]pheny]} [4-(trifluorometfayl)benzyl]amino} (oxo)acetic acid, 
N-mefhyl-D-glucamine (i.e. l<-deoxy-l-(methyla£Dino)g^ucitol) salt; 
oxo{{l-[4<trifluoromethyl)phenyl]etltyl}[4<3-undecyl-l,2,4-oxadiazol-5-yl)bei^ 
amino} acetic acid; 

oxo{{l-[4-(trifluoromethyl)phenyl]etiiyl} [4-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl] 
amiBo} acetic acid, N-methyl-D-glucamine (i-e. l-deoxy-l-(metiiylainino)glucitol) salt; 
([(2-butyl- 1 -beiizofuraa-3-yl)methyl] {4- [(dodecylamino)caTbQnyl]benzyl} -amiiio)-(oxo) 
acetic acid; 

{(l-{4-[(dodecylaiiuno)carbonyl]pbeDyl}ethyl)[4-(trifluoromethyl^ 
acetic acid; 

{(l-{4-[(dodecylamino)caibonyl]phenyl}ethyl)[4-(trifluoromctiiyl)ben^ 
(oxo)acetic acid, N-methyl-D-glucamine (i.e. l-deoxy-l-(methylamino)glucitol) salt; 
{(4-{[(4<K;tylphenyl)aix)ino]caxbonyl}benzyl)[4-(trifiuorometbyl)benzyl^ 
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acetic acid; 

{(3-^Woioben2yl)[4-(3-undecyl-l ,2,4K)xadiazol-5-yl)beiizy]]an^ (oxo)acetic acid; 
{(3K;hloroben2yl)[4-(3-midecyl-l A4H>xadiazol-5.yl)beii^ acid, N- 

methyl-D-glucamiQe (ie, l-deoxy-l-(mefhylaniino)glucitol) salt; 
{ {cyclopeii1yl[4-(tiifluoxomethyl)phenyl]ine1iiyl} [4-(tridecanoylaimno)ben2grl]-ainino} 
(oxo)acetic acid; 

oxoC[4-(trifluoromethyl)beirzyl]{[4-(3-uiidecyl-l,2,4<)xadi 
a2nino)acetic acid; 

oxoC[4-(trifluorometbyl)benzyl] {[4-(3-undecyl-l ,2,4-oxadiazol-5-y^ 

methyl} aniino)acetic acid, N-methyl-D-glucamiae (i.e, l-deoxy-l-(metiiylamino)-glucitol) 
sal^ 

{ {cyclopetityl[4-(trifluorometfay])phenyllmethyl} [4-(3-midecyl.l,2,4-oxadiazol-5-yl) 
ben2yr|ami]]o}(Qxo)acetic acid; 

{ {<^c!opentyl[4-(trifIuoromethyl)pheiiyl]methyl} [4-(3-uxidecyl- l,2,4-oxadiazol-5-yl) 
ben2yl]amiiio}(oxo)acetic acid, N-metfayl-D-glucamxae (Le. l-deoxy-l -(methyls 
amino)glucitol) salt; 

{(4-diben2o[b,d]fbran-4-ylphenyl)[4-(trifluorometiiyl^^ acid; 
{(4.dibeiizo(b,d]tbran-4-ylphenyl)[4~(tri£luommethyl^ acid, N- 

metbyl-D-ghicamine (ie. l-deQxy-l-(mefliy]amino)^citoO salt; 
{[4-(ociylo3Qr)ben2yl][4.(lrifIuoiomethyl)ben^l]amind}(oxo)aM 

{[4-(oc1yloxy)benzyl][4-(tri£luoiome1hyl)beii2yl]amino}(oxo)ace add, N-meffayl-D- 
gliicamine (i.e. l-deoxy-l-(methylainiiio)glucitol) salt; 
[[2-(3-cliloi€5>heny0ethyl](4-dec.l-ynyIben2yl)amiiio](^^ 
([2.(3^hlorophenyl)etbyl]{4-[(lZ)-dec-l-enylJbenzyl}aminoXoxo)^ 

{[2-(3-cliloiophenyl)ethyl][4~(3-midecyl-l,2,4-oxadia2ol-5-yl)ben^^ 
acid; 

{[2-(3H>liloiopbenyl)ethyl3[4-(3-midecyl-l,2,4-oxadia20^^^^ 

acid, N-mef]]yl-D-glucamine (Lc. l-deoxy-l-(methylamino)glucitol) sail; 

oxo{{(lR).l -[4-(trifluoromethyl)phenyl]ethyl} [4-(3-undecyl-l A4-oxadiazol.5-yI)ben2yr| 

amino} acetic acid; 
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oxo{ {(IR)- 1 -[4-(trifluoroinethyl)|)henyl]ethyl} [4-(3-undecyl-l A4-oxadia2ol-5-yl)benzyl] 
ainino}acetic acid, N-metibyl-D-glucamine (i.e, l-deoxy"l-(mefhylamino)-glucitol) salt 
oxo{[4-(trifluoromethyl)phenyl][4-(3-undecyl-l^,4-oxadiazol-5-yl)^^ 
acid; 

5 oxo { [4-(trifluoroinefhyl)phenyl] [4-(3 -xandecyl- 1 ,2,4-oxadia2ol-5-yl)ben2yl]ainiiio} -acetic 
acid, N-methyl-D-glucamine (i.e. l-deoxy-l-(methylamino)glucitol) salt; 
oxo{ {(1 S)-l-[4-(trifluoromethyl)phenyl]ethyl} [4-(3-undecyl-l,2,4K>xadiazol-5-yl) benzyl] 
ainino}acetic acid; 

oxo{{(lS)-l-[4-<trifluoromethyl)phenyl]ethyl}[4-(3-mdecyl-l,2,4^ 
yl)ben2yl]ainino} acetic acid, N-mefhyl-D-glucamine (ie. l-deoxy-l-(methylainino)- 
glucitol) salt 

[(3-chlorobenzyl)(4-dec-l-ynylben2yl)aimno](oxo)acetic acicl; 

[(3-chlorobeiizyl)(4.dec-l-ynylbeiizyl)amino](oxo)acetic acid, N-mediyl-D-glucaixdiie (Le. 
1 -deoxy-1 -(metiiylamino)glucitol) salt; 

[[2-(3^Morophenyl)ethyl](4-oct-l -ynylben2yl)amino](oxo)acetic acid; 
[[2-(3^1iloiophenyl)efhyl](4-oct-l-ynyIbenzyl)amino](oxo)ace acid, N-methyl-D- 
glucamine (i.e. 1 -deoxy-1 -(inethylamitio)ghicitol) salt; 
{(4-dec-l-ynylben^l)[4-(trifhioiomethyl)phei^l]aniino}(oxo)aceti^ acid; 
((4-dec-l-ynylbeDzyl){l-[4-(trifluoiomethyl]phenyl]ethyl}an^ 

((4-dec-l-ynylbcnzyl){l-[4-(trifluoromethyl)phenyl]el3iyl}amino)(oxo)a^ acid, N- 
mefhyl-D-ghicamine (i.e. l-deoxy-l-(mcthylaniino)glucitol) salt; 
{ { 1 -methyl-1 -[4-(trifluoTomethyl)pheiiyl]ethyl} [4.X3-undecyl-l 
amino} (oxo)acetic acid; 

{ {l-inethyl-l-[4-(trifluQzomefliyl)plimyl]efhyl} [4-(3-uiidec^^ 

y])beiizyl]ainino}(oxo)acetic acid, N-methyl-D-glucamine (ie. l-deoxy-l-(xiiethylamino) 
gilucitol) salt; 

{ [2-(3 -chloroplienyI)ethyl] [4-(3-octyl- 1 ,2,4-oxadiazol-5-yl)benzyl]aznino} (oxo)acetic acid; 
{[2-(3-cMoropheny])e11iyl][4-(3-octyl- 1 ,2,4-oxadiazol-5-yl)benzyl]amino} (oxo)acetic acid, 
N-methyl-D-glucamine (i.e. 1 -deoxy-1 -(methylamino)gliicitol) salt; 
{[4-(3-octyl-l,2,4-oxadiazol-5-yl)benzyl][4-(trifluoiomethyl)be!i2yl^ acetic 
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acid; 

{[4-(3K)c1yl-l,2,4K)xadiazol-5-yl)ben5yl][4<trifluorometh^^ 

acid, N-mefliyl-D-glucamine (i,e. l-deoxy-l-(metiiylaimno)glucitol) sal^ 

{{[4.(dodecyloxy).l.naphthyl]methyl}[4<trifh3oromethyl)b^ 

{ {t-*-(dodecyloxy)-l-naph&yl]methyl} [4-(trifluoromethyl)te 

N-methyl-D-glucamine (i.e. l-deoxy-l-(inetiiylainmo)g]ucitol) salt 

[(4-bromobeii2y])(4-oct.l -ynylben2yl)ainino](oxo)acetic add; 

[ {4-[(dodecylajniiio)caibony]]ben2yI} (2-hydroxy- 1 -phenylethyl)ammo](oxo)acetic acid; 

((4-dec-l -ynylbemyl){l ^methyl-1 -[4-(trifluoromethyl^^ 

acid; 

((4-dec-l -ynylben2yl){l -methyl- 1 -[4-(trifIuoromethyl)phenyl]ethyl} aininoXoxo)-acetic 

acid,N-2neffayl-D-glucaxnine (i.e. l-deo3Qr-l-(me11iylaiiiino)gIucitol) salt; 

oxo{ {4-K9Z)-tetradec-9-enoylamino]beii2yl} [4.(tri£luoromeiaiyl)beiizyl]aiimio}-acetic 

acid; 

{(4.dec-l -ynyIbeii2yl)[4-(t3ifluorometbyl)ben2yl]amino} (oxo)acetic acid; 

oxo{[4-(trilluoromethyl)ben2yl][3.(3-undccyl-i;2,4.oxa^ 

acid; 

oxo{[4-(trifluoroniethyl)benzyl][3-(3^undecyl-l,2,4-oxadi^^^ 
acid,N-mefliyl-D-glucamine (Ic. l-deoxy-l-(metbylamino)glucitol) salt; 
{(4-dodec^IbeQ2yl)[4-(tzifluo]X)methyl)ben^ acid; 
{(4-dodecyIben2yl)[4-(trifluQromefhyl)benzyl^ acid, N-methyl-D- 

glucamirte (i.e. l-deQxy-l-(meiihylaraino)glucitol) salt; 
{[M{[(2-butyl-l-benzofuran-3-yl)methyl]aimBo}cai^ 
benzyl]amii]o}(oxo)acetic acid; 

{(4-{[4-(ben2yloxy)beiizoyl]amino}ben2yl)[4-(trilluorom 
acid; 

{(3,S-dicli]on>ben2yl)[4-(tridecanoylaniiiio)ben2yl]an^ (oxo)ac6tic acid; 
{(3,5-dicli]oioben2yl)[4*(tridecanoylanuno)benzyl]aii^ acid, N-meihyl -D- 

glucamine (i.c. l-deoxy-l-(mefhy]aimno)ghicitol) salt 

{ {4-[(4-octylphenyl)ethynyl]ben2yl} [4-(trifluoroinethyl)ben2yl]amino}(oxo)acetic acid; 
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oxo{[4-(lrifluoromethyl)benzyl] [4-(5-undecyl- 1 ,2,4-6xadiazol-3-yl)benzyl]ammo} -acetic 
acid; 

oxo{[4-(lrifluorome1hyl)ben2yl][4-(5-Tmdecyl-l,2,4-oxadia^ 

acid, N-methyl-D-glucamine (i.e. l-deoxy-l-(methylamiiio)glucitol) salt; 

{ {4-[2-(4-octylplieiiyl)ethyl]beii2yl} [4-(tiifiuoTome£hyl)benzyl]amino} (oxo)acetic acid; 

{(4- { [4-(heptyloxy)phenyl]ethynyl}beiizyI)[4-(tri£luorometh^ 

acid; 

{ {4-[(4-butylphenyl)ethynyl]benzyl} [4-(trifluoromethyl)benzyl]anii3io} (oxo)acetic acid; 
{{4-[(4-he3^^phenyl)efliyiiyl]benzyl} [4-(trifluoromethyl)beiizyl]amiQo}(oxo)acetic acid; 
{ {4-[(4-hexylphenyl)ethynyi]ben2yl} [4-'(triflxioromethyl)b6n2yl]ainino} (oxo)acetic acid, 
N-methyl-D-ghicanune (i.e. l-<ieoxy-l-(methylaniiiio)g^citol) salt; 
oxo{(4-{[4-(pentyloxy)phei]yl]ethyny]}be]i2yI)[4-(txifluorom^^ 
acid; 

oxo{{4-[(4-propylphejQyl)ethynyl]benzyl} [4-(trifluoromet3iyl)benzyl] amino} acetic acid; 
[[2-(3-K;liloiophenyl)ethyl](4-dodec-l-ynylben2yl)aiimio](oxo)acetic acid; 
[[2-(3-clilon>phenyl)ediyl](4-dodec-l-ynylbenzyl)aimno](oxo)acetic acid, N-methyl-D- 
glucamine (l.e. l-deoxy-l-(mefliylamino)gliicitol) sal^ 
{(4-oct-l-ynylbenzyl)[4-(trifluoiomethyl)benzyl]an]ino}(oxo)acetic acid; 
{[4-(l l-hydn>xyimdec-l-yny])benzy]][4-(trifluoromethyl)benzyl]amino}(oxo) acid; 
{ [4-(l 1 -mefho:^-! 1 -oxoundec- 1 -ynyl)benzyl] [4-(trifluQiomethyl)ben2yl]amino} -(oxo) 
acetic acid; 

ll-[4-({(carboxycaibonyl)[4-(trifluoromethyl)benzyl]amino}inethyl)phcnyl]imdec-r 
ynoic acid; 

{(4-{[4-(ben2yloxy)phenyl]e1hynyl}benzyl)[4-(trifluorometiiyl)ben2yl]a^ 
acid; 

{(4-{2-[4-Chepty]oxy)pbenyl]€lhyl}benzyl)[4-(tnfluoiometh7l)ben^^ 
add; 

{ {4-[2-(4-buty}phcnyl)efhyl]ben2yl} [4-(trifluoromethyl)benzyl]amtno}(oxo)acctic acid; 
{{4-[2-(4-hexylplicnyl)etiiyl]benzyl} [4-(trifluoromethyl)beii2yl] amino} (oxo)acetic acid; 
{{4-[2-(4-hexylphenyl)ethyl]ben2y3}[4-(trifluoromethyl)ben2yl]amino}(oxo)acetic acid, N- 
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methyl-D-glucamine (i.e- l-deoxy-l-(methylainino)glucitol) salt; 

oxo{(4-{2-[4-^entyloxy)phenyI]ethyl}ben2yl)[4-(trilluo 
acid; 

oxo{{4.[2.(4.propy]phenyl)ethyl]benzyl}[4-(trifIuoiome^ 

1 1 -[4-({(carboxycai±K)nyl)[4-(trifluoJX>me&yl)benzyl]an^ metlxyl)phenyl>\mdecaaoic 

add; 

{[4.(1 l-liydroxyundecyl)benzyl][4-(trifluoromethyl)benzyl]ajim acid; 
■{(4.dodec- 1 -ynylbenzyI)[4-(trifluoroinethyl)phenyl]amino} (oxo)acetic acid; 
{(4-dodec-l-ynyIbeirzyl)[4-(trifluoroinetliyl)phenyl]ai^ acid, N-methyl-D- 

glucamine (i.e- l-deoxy-l-(methylainino)glucitol) salt; 

oxo([4<trifluoromefliyl)ben2yl]{4.[2-(3.imde<^l-l,2,4K)xad^ 
amino)acetic acid; 

oxo([4.(trifluoromefliyl)ben2yl] {4-[2-(3-undecyl-l A4k^ 

amino)acetic acid, N-methyl-D-glucamine (i.e. l-deQxy-l-(methylaimno)gJucitol) salt; 
{ {4-[2.(3<K:tyl.l ,2,4K>xadiazol-5-yl)ethyl]ben2yl} [4-(trifluoromethyl)beiiayq.aniino} 
(oxo)acetic acid; 

{ {4-[2-(3-oclyl-l ,2,4-oxadiazol-5-yl)ethyl]ben2yl} [4-(trifluoromethyl)ben2yr|-amino} 
(oxo)acetic add, N-metliyl-D-glucajnine (ie. l-deoxy-l-(methylatmno)glucitol) sail; 
{{4-[(4-octyIbenzoyl)aniiBo]benzyl} I4-(trifluoiomefhyl)ben2yl]aitiino}(oxo)acetic add; 
{{4-[(4-oc!yIbeiizoyI)aniino]beiizyl} [4<trifluoromethyl)benzyl]anujio}(oxo)acetic add, N- 
methyl-D-ghicamine (i.e. l-deoxy-l->(metliylami]io)gIucitol) salt; 

oxo{[(l -tridecanoylpiperidin-4-yl)mefhyl][4-(trifIuoromet3iyl)ben^ acetic acid; 

{{[l-(4.octylben2oyl)piperidin-4-yl]methyl}[4-(tiifluoromethyl)^ 

acetic add; 

{ {[1 -(4-<>ctylben2:oyl)piperidin-4-yI]me<iiyl} [4-(t^ -(oxo)acetic 
add,N-me11iyl-D-glucainiiie (i.e. l-deoxyr-l-(nietfaylainino)gludtol) salt; 
{[(3Hiec-l-ynyl-l-benzoluiaii-5-yl)melbyl][4- 
add; 

{[(3-dodec-l-ynyl-l-benzoiuran-5-yI)methyl][4"(tri^^ 
acetic acid; 
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oxo{({3-[(4-propylphenyl)el3iynyl]-l-benzofuran-5-yl}meth^ 
amino} acetic acid; 

[(4-dodec-l-ynylbeiizyl)(4-fluorobeiizyl)amiiio](oxo)acetic acid; 
|bis(4-<>ct-l-ynylben2yl)ainiiio](oxo)acetic acid; 
5 {[(6-dodec-l-ynyl|>yridin-3-yl)methyl][4-(tri£luoromethyl)b (oxo)acetic acid; 

{(3-dodec-l-ynyIbenzyl)[4-(lTifluoromethyl)beiizyl]amiDo}(oxo)acetic acid; 
{ [2-(2-fluorophenyl)ethyl][4-(3-midecyl- 1 ,2,4-oxadiazol-5-yl)beii2yl]amino} -(oxo)acetic 
acid; 

{[2-(2-fluorophenyl)elhyl][3-(3-imdecyl-l,2,4-oxadiazol-5-yl)beiiay 
10 add; 

{ [2-(2-fluorcphcnyl)etbyl] [4-(3-octyl-l ,2,4-oxadiazol-5-yl)ben2yl]ainino} (Gxo)acetic acid; 

{[2K3,4-dichloropbenyJ)e1iiyl][4-(3-imdccyl-lA4-oxadiazol-5-yl)^^ 

acetic acid; 

{[2-(3,4-dichloropbenyl)ethyl][3-(3-undecyi-lA4-oxadiazol-5-yl)ben^ 
15 acetic acid; 

{[2-(3,4-dicUoropbenyl)ethyl][4-(3-oclyl-l,2,4-oxadiazol-5-yl)beiizy amino} (oxo)acetic 
acid; 

{[2-<l,l'-bip]ienyl-4-y])ethyl3[4-(3-imdecyl-lA4-oxadiaax>l^^^ 
(oxo)acetic acid; 

20 {[2-(l,l'-biplienyl-4-yl)etbyl][3-(3-imdecyl-l ^,4-oxadiazol-S-yl)benzyl]aauno}-(oxo) 
acetic acid; 

{ [2-(l ,1 •-bipbeayl-4-yl)e1byl][4-(3-octyl-l ,2,4-oxadiazol-5-yl)ben2yl]^^ -(oxo) acetic 
acid; 

oxo{5,6,7,8-tetrabydionapbthalen-l-ylt4-(3-undecyl-l,2,4K>xadiazol-5-yl)beiizy 

25 acetic acid; 

oxo{5,6,7,8-tetrahydn)napbthalen-l-yi[3-(3-™decyl-l,2,4K>xa^ 

acetic acid; 

[[4-(3-octy3-lA4-oxadiazol-5-yl)ben2yl](5,6,7,8-teti^ydronaphthalen-l-y^ 
acetic acid; 

30 {(1,1 -biphenyl-3-ybnethyl)[4-(3-undecyl-l ,2,4-oxadia2ol-5-yl)benzyl]amino} -(oxo) acetic 
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acid; 

{(l,r-biphenyl.3-ylmethyl)(3-(3-imde<yl-lA4-oxadiazol-5-yl)ben^ 
acid; 

{(l.l'-biphenyl-3-ylme1hyl)[4<3-ocfyl-lA4-oxadia2ol-5-yl)ben2yl]an^ 

; acid; 

{(l-ben2otWeD-3-ylme1hyl)[4-(3-imde(yl-l,2,4-oxadia2ol-5-yl)beii2yl]ai^ 
acid; 

{(l-ben2othien-3-y]nielhyl)[3-(3-undecyl-l,2,4-oxadiazol-5-yl)benqrl]aiiuno}^^^^ 
acid; 

{(l-benzo1hien-3-ylmelhyl)[4-(3-octyl-l,2,4-oxadia2oI-5-yl)ben2yl]anM^ 
acid; 

oxo{[2-(triiluorometiiyl)beii2yl][4K3-mdecgd.lA4K>xadiazol^^ 
acid; 

oxo{[2-(trifluoromethyl)b«5nzyl](3<3-imdecyl-lA4-oxadiazol-5-yl)b^ 
acid; 

{[4-(3K)c1yl-l,2,4K>xadia2»l-5-yl)benzyl][2<trifluoromethyl)beii2yl]anm 
acid; 

oxo{[3-(trifluoromethyl)beiizyl][4-(3-undc<yl-lA4-oxadia»l-5-y])be^ 
acid; 

oxo{[3<triftaoromeftyl)beii2yl](3-(3-undecyl-lA4-03^azc>1.5.yl^ 
. acdd; 

{[4-(3K)Ctyl-l,2,4ioxadia2»1.5-yl)benrjrl][3<triflu(m>mera>yl) 
aad; 

{(2-mettaKyben2yl)[4-(3-undecyl-l A4K3xadiazol-5-yl)ben2yl]amino}(oxo)ac^ acid {(2- 

mefeoxyben2yl)[3-(3-undecyi-lA4-oxadia2ol-5-yl)ben2yl]ainino}(^^^ 

{(2-nielhaxybenzyl)[4-(3-octyl-lA4-oxadiazol-5-yl)beii2yqamino}(^^^ 

oxo{{4-[(triflucwomelhyl)sullfanyl]ben2yl)£4-(3-uixte<yl-lA4H>xadiM^^ 
amino}acetic acid; 

oxo{{4-[(tri£Iuoromefhyl)sulfonyl]benzyl}[3-(3-iUKJecyl-lA4-ox^ 
amino} acetic acid; 
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([4-(3-octyl- 1 ,2,4-oxadiazol-5-yl)ben2yl] {4-[(trifluoromethyl)-sulfonyl]benzyl} -amino) 
(oxo)acetic acid; 

{l,3-beii2odioxol-5-yl[4<3Mindecyl-l,2,4-oxadiazol-5-yl)beiizyl^ (oxo)acetic acid; 

{l,3-beiizodioxol-5-yl[3<3-undecyl-l,2,4-oxadiazol-5-yl)beijzyl]airm (oxo)acetic acid; 
5 {1 ,3-beiizc«iioxol-5-yl[4-(3-octyl-l ,2,4K)xadia2ol-5-yl)benzyl]amino} (oxo)acetic acid; 

{ [(4-dodec-l -ynyl- 1 -naphthyl)n3ethyl] [4-(trifluoroniethyl)benzyl]ajiiiiio} (oxo)acetic acid; 

{[(4-dec-l-ynyl-l -naphlliyl)methyl] [4-(trifluoromet3iyl)ben2yl] amino }(oxo)acetic acid; 

{ [(4-dec- 1 -ynyl-l -naphthyl)methyl] [4-(trifltioromethyl)ben2yl]amino} (oxo)acetic acid; 

oxo {[4-(trilluQromethyl)benzyl] [4-(4-imdecyl- l,3-tWa2ol-2-yl)beiizyl]amiBo} acetic acid; 
10 {(4-dec-l -ynylbenzyl)[2-Gi-fluorophenyl)ethyl]amino} (oxo)acetic acid; 

{ (4-dod6C- 1 -ynyIbeiizyl)[2-(2-fLuoropbenyl)ethyl]amino } (oxo) acetic acid; 

{{[4-(dodecyloxy)"l-naphthyl]methyl} [2-(2-fluorophenyl)e&yl]aiiuiio}(oxo)acetic acid; 

{ [2-(2-£luorophenyl)ethyl] [4-(octyloxy)beii2yl]amino} (oxo)acetic acid; 

{(4-dec- 1 -ynylbeiizyl)[2-(tiifluoromethyl)benzyl]amino} (oxo)acetic acid; 
15 { (4-dodec- 1 -ynyIbeiizyl)[2-(trifluoromethyl)beiizyl]ainirio} (oxo)aceti c acid; 

{{[4-(dodecyloxy)-l-n2qphthyl]methyl} [2-(trifluorome^yl)benzyl]amino}(oxo)acetic acid; 

{ [4-(octyloxy)benzyl] p-(tnfluoromethyl)ben2yl]amino} (oxo)acetic acid; 

{(4-dec-l -yny]beti2yl)[2-(3,4-dicb]orophenyl)etibyl]am]no}(oxo)acetic acid; 

[[2-(3,4-dicbloroplienyl)ethyl](4-dodec-l-yiiyIben2yl)^^ acid; 
20 ([2-(3,4-dichloiophenyl)ethyl]{[4-(dodecyloxy)-l-napb1hyl]methyl}amin^^ (oxo) aicetic 

acid; 

{ [2-(3 ,4-dichlorophenyl)etliyl] [4-(octyloxy)ben2yl]amino} (oxo)acetic acid; 
({4-[(4-liexylphenyl)ethyiiyl]ben2yl} {1 -methyl- l-[4-(trifluorometbyl)phenyl] etbyl} 
axnizio)(oxo)acetic acid; 

25 {[4-(5-cyclohexylpent-l -yiiyl)benzyl][4-(trifluoromethyl)benzyl]amino}(oxo)acetic acid; 
{{3-[(4-hexylphenyl)elliyxiyl]ben2y]} [4-(trif]uoromediyl)beiizyl]amino}(oxo)acetic aci<^ 
{[4-(4-6thyl-3-hydmxyoct-l-ynyl)benzyl][4-(trifluo]x>methyl)benzyl]^ 
acid; 

{(2-dec-l -ynylbeiizyl)[4-(trifluoromethyl)benzyl]amino}(oxo)acetic acid; 
30 {(4-dec-l -yaylbeiizyl)[4-(trifluoromethyl)beii2yl]amino} (oxo)acetic acid, L-l3rsine salt; 
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{(4-dec-l-ynylbenzyl)[4-(trifluoromefhyI)benzy]]ajnino}(oxo)acetic acid, tromethamine 
(i.e. (2-aaiino-2-hydn>3QrnQetfayl)--l,3-propaiiediol) salt; 

{(4-dec-l-ynyIbeii2yl)[4-(tri£luoromethyl)ben2yl]anm acid, L-Aiginine salt; 

Sodium {(4-dec-l-ynyIbenzyl)[4-(trifluoromethyl)benzyl]anu^^^ 

The compounds of Formula (T) are useful in the prevention and/or treatment of 
cardiovascular disorders such as coronary obstruction and heart l^luie. 

The compounds of Formula (I) are particularly useful in the prevention and/or treatment of 
cbronic heart failure. In particular, compounds of the invention aie particularly useful in the 
prevention and/or treatment of a cardiovascular disorder selected from endothelial 
dysfunction, endothelial NO production impairment and increased jieiiph^ 
vasoconstriction in heart failuie. 

According to another embodiment, it is provided a use of a compound of Formula Q) for 
the preparation of a medicament for the prevention and/or treatment of caidiovascular 
disorders. 

According to a preferred embodiment, it is provided a use of a compound of Formula (I) for 
the preparation of a medicament for the prevention and/or Irealment of heart failure, 
particularly chronic heart failure. 

According to a further embodiment, it is provided a use of a compound of Formula (I) for 
the preparation of a medicament for the prevention and/or treatment of endothelial 
dysfunction, endothelial NO production impairment and increased peripheial 
vasoconstriction in heart failure, pardculariy chronic heart fhiluxe. 

According to another embodhnent, it is» provided a method for the prevention and/or 
treatment of cardiovascular disorders such as coronary obstruction, heart feilure, including 
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chronic heart failure, comprising the administration of a compound of Formula (I) in a 
patient in need thereof. 

The methylene amide derivatives of flie present invention may be prepared £rom readily 
s available starting materials using general methods and procedures such as described in WO 
03/064376, 

The compounds of the invention, together with a conventionally employed adjuvant, car- 
rier, diluent or excipient may be placed into the form of pharmaceutical compositions and 

10 unit dosages thereof, and in such form may be employed as solids, such as tablets or filled 
capsules, or liquids such as solutions, suspensions, emulsions, elixirs, or capsules filled 
with the same, all for oral use, or in tiie form of sterile injectable solutions for parenteral 
(including subcutaneous use). Such pharmaceutical compositions and unit dosage forms 
thereof may comprise ingredients in conventional proportions, with or wi^out additional 

15 active compoimds or principles, and such imit dosage forms may contain any suitable 
eflective amotmt of the active ingredient commensurate with the intended daily dosage 
range to be en^loyed* 

Methylene amide derivatives of this invention are typically administered in the form of a 
20 pharmaceutical composition. Such compositions can be prepared in a manner weU known 
in the ^pharmaceutical art and comprise at least one active compound. Generally, the 
compoundis of this invention are administered in a pharmaceutically e£fective~amount. The 
amount of the compound actually administered will typically be determined by a physician, 
in the light of the relevant circumstances, including the condition to be treated, the chosen 
25 route of administration, the actual compound administered, the age, weigjht, and response of 
the individual patient, fbe severity of thejiatient's symptoms, and the like. 

The pharmaceutical compositions of these inventions can be administered by «a variety of 
routes including oral, rectal, transdermal, subcutaneous, intravenous, intramuscular, and 
30 intranasal. Tlie compositions for oral administration can take the form of bulk liquid 
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solutions or suspensions, or bulk powders. More commonly, however, the compositions are 
presented m unit dosage foims to fecilitate accurate dosing. The term "unit dosage foims" 
refers to physically discrete units suitable as unitary dosages for human subjects and other 
mammals, each unit containing a predetennined quantily of active material calculated to 
produce Ihe desired therapeutic efifect, in association with a suitable pharmaceutical 
excipient Typical unit dosage forms include prefilled, piemeasured ampoules or syringes 
of the hquid compositions or pffls, tablets, cqjsules or the Hfce m fhe case of solid 
compositions. In such corripositions. the substituted methylene amide derivative according 
to the invention is usually a minor component (from about O.l to about 50% by wdght or 
preferably from about 1 to about 40% by weight) with the remainder being various vehicles 
or carriers and processing aids helpful for forming the desired dosing form. 

Liquid forms suitable for oral administration may include a suitable aqueous or nonaqueous 
vehicle with buffers, suspending and dispensing agents, colorants, flavore and the Mke. 
Solid forms may include, for example, any of the following ingredients, or compounds of a 
smnlar nature: a binder such as microcrystalline cellulose, gmn tragacanth or gelatine- an 

exciprent such as starch or lactose, a dismtegrating agent such as alginic acid, Primogel or 
com starch; a hrbricant such as magnesium stearate; a glidant sue* as colloidal silicon L- 
xide; a sweetening agent such as sucrose or saccharin; or a flavoring agent such as pepper- 
mint, methyl salicylate, or orange flavoring. 

Injectable compositions are typically based upon irdectable sterile saline or phosphate buf- 
fered saline or other mjectable carriers known m the art As above mentioned, substitirted 
methylene amide derivatives of Formula (I) in such compositions is t«rically a minor 
component, fi^juentiy ranging between 0.05 to 10% by weight wifir the remamder being 
the injectable caixier and the hke. 

The above described components for oraUy administered or hijeclable compositions are 
merely representative. Further materials as weU as processing techniques and the like axe 
set out in Part 8 of Remington's Pharmaceutical Sciences. 17* Edition, 1985. Marok 
Publishmg Company. Easton, Pennsylvania, which is hicorporated herem be lefereiioe. 
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The compounds of this invention can also be administered in sustained release forms or 
from sustained release drug delivery systems. A description of representative sustained 
release materials can also be found in the incorporated materials in Remington's Pharma- 
ceutical Sciences. 

5 

Preparation of pharmaceutical formulations of methylene amide derivatives of the present 
invention are described in WO 03/064376. 

In the foUowing the present invention shall be illustrated by means of some examples 
10 which are not construed to be viewed as limiting the scope of the invention. 

Brief description of the dravdngs: 

Figure 1 shows the flow-mediated dilatation response of mesenteric arteries (% dilatation) 
versus intra- vascular flow (jalAnin) in mice after pre-constiicfion by phenylephrine. 
15 The flow-mediated dilatation response in a normal mouse (open circles) is compared to the 
flow-mediated dilatation response of mesenteric arteries in either normal mouse subjected 
to an inhibitor of NO synthesis (lefl, black circles) or in a mouse wherein chronic heart 
failure (CHF) has been induced as described in Example 1 (right, blade circles). 

20 Figure 2 shows the flow-mediated dilatation response of mesenteric arteries (% dilatation) 
versus intra-vascular flow (|xl/min) after pre-constriction by phenylephrine, in mice wherein 
chronic heart failure (CHF) has been induced. 

The flow-mediated dilatation response in an untreated mouse presenting CHF (left and 
right open circles) is compared to the flow-mediated dilatation response of mesenteric 
25 arteries in a mouse presenting CHF after treatment with 10'^ M of compound (1) of the 
invention (left black circles) and with 10"^ M of compound (1) of the invention (right black 
ciicles) as described in Example 1 • 



30 
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The following abbreviations are hereinafter used in the accompanying examples: 
min (minute), ^im (micrometers), fil (microliters), M (molar), ACE (Angiotensin 
Converting Enzyme), CHF (Chronic Heart Failure), FMD (Flow-mediated Dilatation), NO 
(Nitric Oxide), PTPs (Protein -Tyrosine Phosphatases). 

Examples: Biological assays 

In Older to show flie activity of compounds of Formula (T) in the restoratioin of flow- 
mediated vasodilatation after chronic heart feilurcs, confounds of Formula CD may be 
subjected to the tbllowing assay. 

Ebq>erimental]y, flow-induced release of NO in small peripheral arteries (i.e. arteries that 
contribute to the increased resistance in heart feilure) may be assessed in vitro in isolated 
perfused, pressurized arteries such as small (OOOjim diameter) mesenteric or hindquarter 
arteries. 

Example 1; Coronary artery ocdugion model 

Chronic heart feilure is induced in C57BL6 mice (n^l2) by coronary Ugation according to 
the model developed in rats by Varin et al.l999. Circulation. 99, 2951-2937. This moddl 
shows that chronic heart feilure abolishes flow-induced, NO-mediated vasodilatation of 
small per^heral arteries, in a context of preserved NO-mediated response to acetylchoMne. 

Mice are anes&etized. ventilated and a Aoracotomy (incision of the pleural cavity) is 
perfonned. The left main coronaiy artay is Kgated close to its origin. IMs procedure leads 
to the development of an inferct involving around 40% of the left venlride. Fos^in&rcfion 
mortality in fliis mouse model is around 40-50%. 

The development of heart feilure is assessed by echocardiography in the closed chest state 
7 days and 2 monfiis after coronary ligation. Sham-operated (normal) mice are subjected to 
Ae same protocol exce^ that the aitety is not be ligated. 

Six mice aro present in each groiip and mice fliat survived myocardial inferotion are lurflier 
used in the stady. 
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After two months, the mice is anesthetized and subjected to lapa3X)tomy (incision into the 
abdominal cavity). 

A portion of the mesenteric artery (diameter 250-350 }im) is carefully isolated under a 
dissection microscope, and a 1.5-to 2.0-mm length segment is cannulated on both ends, 
s transferred to an arteriograph (Living Systems Instrumentation) and pressurized to 60 nam 
Hg. 

Flow-mediated vasodilatation (FMD), i-e. changes in vessel diameter in response to 
stepwise increases in intra-luminal flow (0-200 jil/min) is evaluated after preconstriction 
by phenylephrine (incubated 2min at 10*^ M) after a contraction plateau is reached, at 
10 baseline and after incubation with a compound of Ihe invention: 

1) Endothelial dvsfunction in mouse heart failure 
In this model of chronic heart &Oure, the dilatation response to an increase of blood-flow . 
(flow-mediated dilatation) is roughly abolished (dilatation at flow 200 ml/xhin: sham: 
13 24±2% and CHF: 5±1 %). 

The inhibition of the dilatation response is similar as in the case of the administration of an 
inhibitor of NO synthesis (NG-nitno-L-arginine at lO^M) in normal arteries as shown on 
Figure 1. 

20 2) Flow-mediated dilatation restoration 

In these arteries where chronic heart fsdlure has been induced, flow-mediated dilataticm can 
be icstored to the normal level by the in-vitro incubation (30 min) of the arteries witii {{4- 
[(4-hexylphenyl)ethynyl]benzyl}[4--(trifluoromethyl)ben2yl]aniino}(oxo)acetic acid(l) of 
the invention diluted in perfusion bufEer (Krebs buffer) from a solution at 10"^ M to a final 

25 concentration of 10'^ M and 10"^ M, respectively as shown on Figure 2 left and right 

This example illustrates that compounds of the invention are able to acutely restore 
endothelial function in mice with chronic heart failure. 



wo 2005/082347 



-42- 



1 



PCT/EP2005/050823 



Claims 

1. Use of a methylene amide d^vative of Formula (0 : 




as well as its geometrical isomers, its optically active forms as enantiomers, diastereomers 
and its racemate forms, as well as phaxmaceuticall)r acceptaible salts and phaimaceutical]^ 
active derivatives thereof wherein 

is selected from (Ci-Ci5)alkyl, (Ci-Ci2)alkenyl, (Q2-C:i2)allcynyl, aiyl, heteioaryl, (3-8- 
membered)-cycloalkyl or heterocycloalkyl, (Ci-Cu)alkyl-.aryl or (Ci-Ci2)allcyl-heteroa£yl, 
(C!2-Ci2)alkenyl-aayl or -heteroaxyl, (C2-Ci2)alkynyI-aiyl and -heteioaxyl; 
R^ and R^ are each independently from each other selected from H and (Ci-Ci2)a]kyl; 
Cyis selected from D and £; 

D is selected from substituted fhienyl and substituted phenyl wherein substituents are 
selected from phenyl, oxadiazole and 1 or 2 moieties selected from the group consisting of 
-^IH.CO-R^ -S02-MR^R^', and --CXD-NR^R^*; 

E is selected from aryl, heteroaryl, (3-8-membered)-cycloallcyl and heterocycloalkyl 
wherein aiyl, hetexoaryl, (3-8-membered)-cycloalkyl and lieterocycloalkyl are substituted 
by (C2-Ci8)alkynyl; 

R% R^* are indfipendenfly selected from H, (Ci-C,5)alkyl, (C2-<:i2)a]keiQr], (C2-Ci2)allQ«yl, 

aiyl, heteroaryl, (3-8-membered)cycloalkyl or heterocycloalkyl, (Ci-Ci2)allgfi aiyl or 

heteroaryl, (C2-Ci2)alkenyl-aryl or -heteroaryl, (C2-Ci2)aIkynyl-aryl or —heteroaryl; 

for the preparation of a medicament for the treatment and/or prevention of cardiovascular 

disorders. 

2. Use according to claim 1 wherein R^ andR^ are each S. 
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3. Use according to claims 1 or 2 wherein Cy is D. 

4. Use according to any of the preceding claims wherein R^* is H and is selected j&om 
the grottp consisting of diphenyl-ethyl, dodecyl, octyl, 4-pentyl-ben^l, 4-pheno9^- 
phenethyl, ethyI-^ophen-2-yl, pentadecyl, tridccyl, hexyloxy-phenyl or (2-etfayl)-hexyL 

5. Use according to claim 1 wherein Cy is £. 

6. Use according to claim S wherein E is phenyl, pyridinyl, naphthyl or benzofliianyl 
group, being substituted by B-R"" wherein B is ethynyl groi^ and R'* is (C6-Ci6>alky], (3- 
8 membered) cycloalkyl, (Ci-C]2)aIky]-(3-8 membered) cycloalkyl, phenyl or (Ci- 
Ci2)alkyl phenyl. 

7. Use according to claim 6 wherein E is phenyl being substituted by B-R* wheiein B is 
ethynyl group and R"* is (C6-Ci6)alkyl. 

8. Use according to any of ^e preceding claims wherein R^ is a moiety^ --CH2-A, or -CB^- 
CHi-A with A being an aiyl, heteroaiyl, (3-8-membered)heterocycloallo4 or (3-8- 
memheTed)<^cloa]]cyl. 

9. Use according to any of claims 1 to 7 wherein R^ is A, with A being aiyl, heteroaryl, (3- 
8-membered)heterocycloalkyl or (3-8-membered)cycloaIkyL 

10. Use according to claims 8 or 9, wherein A is selected fiom ihe group consisting of 
phenyl, pyridinyl, benzo-l^S-dioxolenyl, biphei^l, naphthyl, quinoxalinyl^ Ihiazolyl, 
thienyl, furaziyl or a piperidinyl group, being: optionally substituted by 1 or 2 cyano, 
halogen, NQ2, (Ci-C6)alk:o3cy, aryloxy or heteroaiyloscy, (Ci-C6)thioalkoxyy (Ci- 
Ci2)alkyl, (Ci-Ci2)alkyl-X wherein X is halogen, (C2-Cn)alkenyl, (C2-Ci2)alkynyl, aryl, 
heteroaryl, (3-8 membered) cycloalkyl or heterocycloalkyl, (Ci-Ci2)allcyl aryl or 
heteroaiyl, (C2-Ci2)alkenyl aryl or heteroaryl, (C2-Ci2)a]lcynyl aryl or heteroaryl, -COR^, 
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-COOR^ -CO-NR'r3*. -NHCOR^ wherein is a (C.-C.2)alkyl or (C,-C,2)alkenyl. - 
SOR^ .S02R^ -SOsNR'R^'wilh R^ R^' being independently from each other select^ 
from the group consisting of H. straigjit or branched (C,-C,2)allcyl, (C2-C,2)a]fcenyl, (Ca- 
Ci2)alkynyl, aiyl, heteioaiyl, (3-8-m«nbered)-cycloaIltyl or heteKxgfdoalkyL 

1 1 . Use according to any claims 1 to 4 or 8 to 10 wherein: 

and R=* are each H; R'is-CHz-A, with A being phenyl or thienyl, optionally 
substituted by cyano, halogen, methoxy, hydroxy, phenoxy, -NO2, trifluoiomelhyl; Cy is 
a thienyl, phenyl or biphenyl being substituted by -SOaR^ -CO-NR^R^' in which R^' is 
H and R^ is (C7-CK)allqrl. 

12. Use according to aiqr claims 1 to 4 cxr 8 Id 10 wherein: 

R=^ and ^ each H; R* is-CHj-A. with A being phenyl or thienyl. optionally 
substituted by cyano, halogen, methoxy, hydroxy, phenoxy, -NO2, trifluoromethyl; Cy 
is a thienyl, phenyl or biphenyl being substituted by -S02R\ -CO-NR^'* in which R^' 
is H and R^ is (C7-Cis)allcyl. 

13. Use according to any clafans 1 to 4 or 8 to 10 wherein the mefliylene amide derivative 
is ofFonnulaCr): 



Cy — c N yP 

O OH 
(f) 

Wherein 

R' is selected fiom the group consisting of phenyl, benzyl, phenethyl, l-mefliylbenzyl 
which may be substituted by (C,^)alkyl group or a cycloaDtyl group; Cy is a phenyl 
or a biphenyl group substituted wifli a moiety selected from the group consisting of - 
NH-CO-R', -CO-NH-R*. or an oxadiazole gtavg? substituted with R\ wherein R' is 
(C7-Ci5)alkyl. 
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14. Use according to claim 13 wherein R is (C8-Ci5)a2kyL 

5 15. Use according to claims 13 and 14 wherein is dodecyl. 

16. Use according to any of the preceding claims wherein the methylene amide derivative 
is selected from the following group: 

(benzyl{4-[(dodecylamino)carbonyl] benzyl }amino)(oxo)acetic acid; 
10 oxo { {4-[(pentadecylamino)carbonyF|benzyl} [4-(trifliioromethyl)benzyl]amino} acetic 

acid; 

(ben2yl{4-[(pentade<^lamino)caibonyl]benzyl}amino)(oxo)acetic acid; 
(benzyl {4-[(tridecylamino)carbonyl]benzyl} aminoXoxo)acetic acid; 
[beti2yl(4- { [dodecyl{methyl)amino]carbonyl} ben2yl)aniino](oxo)acetic acid; 
15 {(4- { [d6decyl(methyl)amino]carbonyl}benzyl) [4-(tn£luoromethyl)benzyl]amino} - 

(oxo)acetic acid; 

([1 -(tert-butoxycarbonyl)-4-pipeTidinyl] {4-[(dodecylamino)carbonyl]ben2yl}-ainino)- 
(oxo)acetic acid; 

{ {4-[(dodecy]amino)cafbonyl]ben2yl} [4-(trifIuoTomethyl)ben2yl]amino} (oxo)acetic 
20 acid; 

{ {4-[(dodecylamino)carbonyl]benzyl} [3-(1rifluoromethyl)benzyl]amino} (oxo)acetic 
acid; 

({[1 -(tert-butoxycarbonyl)-4-piperidinyr|me1hyl} {4-[(dodecylamino)caibonyI]'benzyl} 
amino)(oxo)acetic acid; 
25 oxo{[4-(tndecanoylamino)benzyl][4-(trifluoromethyl)benzyl3aniino}acetic acid; 

|henzyl(4-{[4-(hexyloxy)benzoyl]azmno}benzyl)amino](oxo)s^ acid; 
oxo{[4-(trifluoromethyl)benzyl][4-(10*undec6noylamino)benzy]]amino}acetic acid; 
oxo{ {4-[(9E)-9-tetrad6cenoylamino]ben:^l} [4-(trifluoroniethyl)benzy]]aniino}acetic 
acid; 

30 {ben2y][4-(tridecanoylamino)benzyl]amino} (oxo)acetic acid; 
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{ {^K2-liydroxydodecyl)amino]beiizyl} t4-(trifluoromettiyl)ben2y 
acetic acid; 

oxo{[4-(trifluoromethyl)benzyI][4.(3-uiidecyl-l,2,4-oxadia2^^ 
acetic acid; 

5 {({5-[(dodecylanuno)sulfonyl]-2.thjenyl}methyl)[4-(«^ 
(oxo)acetic acid; 

[{4-[(dodecylamino)carbonyl]benzyl}({l-[(4-inethoxyphenyl)sul^^ 
inethyl)aniino](oxo)acetic acid; 

[{4-[(dodecy1amino)carbonyl]ben2yl}(2-^boxy-l-phenylethyl)am^ 
30 acid; 

[{4.[(dodecylamino)caibonyl]bCTzyl}(2-metboxy-l«me&^^ 
acid; 

(4-bromo{4-[(dodecylamino)caibonyl}benzyl}aiulm^ acid; 
({4-[(dodecylainino)caibonyl]ben^l}amlSno)(oxo)aTO^ acid; 

15 ([2»(3-clilorophenyl)ethyl] {4-[(dodecylaniino)caibanyl]beiizyl}ainino)(oxo)ace^ 

acid; 

{ {4-Kdodecylainino)caAonyl]ben2yI} [2-(3-methoxyphra^^ 
acid; 

{{4-[(dode<ylaini2io)caibonyl]benzyl} [(d,l)-t^ 
20 acetic acid; 

([(d4)-trans.2<beii2yloxy)cyclopen1yl]{4-[(dodecylai^ 
(cxjco)acetic acid; 

({4-[(dodecy3airdno)caTbQnyl]benzyl} -4-phenoxyamlino)(oxo)acetic acid; 
[{4-[(dodecylaimno)caibonyl]beii2yl}(l,2,3,4-teliahy 
25 acetic acid; 

((1 -benzyl-4-piperidinyl) {4-[(dodecylaimno)carboiiyI]benzyl} aniino)(oxo)acetic acid; 

{{4.[(dodecylamino)caitK>nyl]benzyl}[2-(4-phenox^ 

acid; 

{{4"[(dodecylainino)cafbonyl]benzyl} [2.(2.phcnoxyphenyl)etliyl]aniino} (oxo)acetic 
3D acid; 
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((2-[l,r-bipbenyl]-4-ylethyl){4-[(dodecylamino)caitonyl]ben^ 
acid; 

(([14'-biphenyl]-3-ylme1hyl){4-[(dodecylanuno)carTjonylJbeii^ 
acid; 

5 (3-<ben2yloxy) {4-[(dodecylaimno)carbonyl]ben2yl} aniliiioXoxo)acetic add; 

([4-(ben2oylanmio)benzyl] {4-[(dodecylainiiio)carbonyl]ben2yl) aiximoXoxo)acetic 
acid; 

K-(cafboxycafbonyl)-N- {4.[(dodecylamino)carbonyl]benzyl} -3-phenyl-beta-aIanine; 
{ {4-[(dodecylairiino)carbonyl]ben2yl } t4-( 1 ,2,3-thiadiazol-4^ 

10 acetic acid; 

[{4-[(dodecylamiiio)caibonyl]benzyl} (4-pentylbeiizyl)amrno](oxo)acetic add; 

[{4-[(dodecylamino)carbonyl]bcii2yl} (1 -plienyleliiyl)anuno](oxo)acetic acid; 

{ {4-[(dodecylairmo)carbonyl]benzyl} [1 -<1 -ii^hthyl)elhyl]amno} (oxo>acetic acid; 

(benzyl {3 -[(dodecylamiiio)cafbonyl]ben2yl} ainino)(oxo)acetic acid; 
15 { {3-[(dodecylaitmio)carbonyl]ben^l} [4-<methylsiilfonyI)beiizyl]ainiiio}(oxo)acetic 

acid; 

((3 -cyanobenzyl) {3 -[(dodecylamino)caibonyl]ben2yl> amino)(oxo)acetic acid; 

{ {3-[(dodecylaini3io)cafbonyl]ben2yl } [4-(trifluoromelhyl)benzyI]aimno} (oxo)acetic 

acid; 

20 [(4H:]iloK>ben2ylX3-{[(4-pen1ylben2yl)aiinno]car^ acid; 

oxo{[4-({[2-(2-ihienyl)ethyl]aixmo) caxbonyl)benzyl][4-<1ri£luoromeaiyl)-ben2yq 
amino} acetic acid; 

{ben2yl[(3'-{[(2,2-dipbenylethyl)amino]caibonyl}[l,l'-b^benyl]-^^ 
(axo)ace1ic acid; 

25 {(3-cyanobenzyl)[(3*-{ [(2,2-dipbenyletbyl)amino]caibonyl} [1 ,l'-biphenyi]-4-yl) 

inethyI]amino}(oxo)acetic acid; 

{(4-cblorobenzyl)[(3'- {[(2,2-diphenylethyl)aiimio]carbonyl} [1 ,1 '-b^)henyl]-4-yl) 
iDethyl]aimiio}(oxo)acetic acid; 

{[(3'-{[(2^-^phcnylethyl)amino]caibonyl}[l,l'-biphenyl]-4-^^^ 
30 xDetbyl)be]i2yl]amino} (oxo)acetic acid; 
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((3-cyanobenzyl){[3K{[2.(4-phenoxyphenyl)ethyl]ainino}carbony^ 
yl]methyl}ammo)(oxo)acetic acid; 

oxo{{[3H{[2-(4.phenoxyphenyl)ethyl]amino}carbonyl)[l,r-biphen^^ 
[4-(trifluoromethyl)ben2yl]an3ino} acetic acid; 

5 I(3-cyanobenzyl)({3»-[(octylan3ino)carbonyl][l,lLbiphenyl]^^^ 
acetic acid; 

[(4H;Ucm>ben2yl)({3H(octy]animo)caibonyl][l,lUbiplKnyl]-^^^ 

acetic acid; 

{({3'-[(octylamino)carbonyl][l.l'-biplienyl]-4-yl}mefliyl)[4-(1rifli^^ 
> amino} (oxo)acetic acid; 

{(3-cyanoben2yl)[(3'-{[(3-pheiiylpropyI)anuno]cariK>nyl}[l.r-bi^^ 
amino} (oxo)acetic acid; 

[(3-cyanoben2ylX{3'-[(dodecylaniiiio)cari>oiiyi]Il,l^biphenyl]^^^ 
(axo)acetic acid; 

[(4-cUo»obenzylX{3'-[(dodecylaimno)caibonyl][l,r.b^^^ 

(oxo)acetic acid; 

{({3'-[(dodecylamino)caibonyl][l,r-l^hen3^]-4-yl}mefliyl)[4-(trifluo^ 
benzyl]amino}(oxo)acetic acid; 

{benzyl[(3'-{K4-penlylben2yl)ainino]caibonyl} [1, r-biphcaiyl]-^yl)methyl]amino}- 
(axo)acetic acid; 

{(3-cyanobenzyl)[(3U([(4.pentylben2yl)amino]carbcnyl>tl,lVbq>henyl]-^^^ 
anuno}(axo)acetic acid; 

{(4.cUorobeBzyl)[(3'.{K4-pen1ylben2yl)amino]carboiorI}^ 

aniino}(oxo)acetic acid; 

oxo{£(3»-{[(4.pentylbeir2yl)ainino]caibonyl}[l,l^biph 
mefhyl)ben2yl]amino} acetic acid; 

oxo{[(3'-{K4-phenylbutyl)amino]carbonyl} [l,r^bipheny^^ 
, inethyl)ben2yl3anuno}acetic acid; 

{(3-cyanobcnzyl)K3'-{[(2.mesityletliyl)amino]carbo 
a2xuno}(oxo)acetic acid; 



wo 2005/082347 



PCT/EP2005y050823 



-49- 

{(4-chlorobeiizyl)[(3'- {[(2-inesitylethyl)ainino]carbonyl} [1 , 1 '-biphenyl]-4-yl)-methyl] 
amino} (oxo)acetic acid; 

{[(3'-{[(2-mesityleliiyl)airdno]caTbonyl}[14 -l)iphenyl]-4-yl)m 
inethyl)beiizyl]aixiino} (oxo)acetic acid; 
5 ((4-cbloroben2yl){[3'-({[2-(4-me1hoxyphenyl)ethyl]ain^ 
yl]methyl}aimno)(oxo)acetic acid; 

[{4-[(dodecylamino)carbonyl]benzyl}(4-methoxybeiizyl)anuno](oxo acid; 
{ {4-[(dodecylamino)carbonyl]beiizyl} [4-(methylsulfonyl)ben2yl]amino} (oxo)acetic 
acid; 

10 [{3-[(dodecy3amirio)carbonyl]beii2yl}(4-me1boxyben2yl)am acid; 

{{3-[(dodecylamino)cari3onyl]beiizyl}[3-(1iifluQromethyl)ben2^ 
acid; 

({4-[(dodecylaxnino)caxbQnyl]beiizyl} {[6-(tribB[uaromethyl)-3-pyridinyl]me1iiyl}- 
aminoXoxo)acetic acid; 
15 4-[((carboxy carbonyl) {3 -[(dodecylaniino)caibonyl]beiizyl} ain5iM>)methyl]be^ 

acid; 

({3-[(dodecylamino)cafbonyl]ben2yl} {4-[hydroxy(oxido)ainino]benzyl}-amitio) (oxo) 
acetic acid; 

[{3-[(dodecylamino)caibonyl]benzyl}C2-fluon)benzyl)air^ add; 
20 [{3-[(dodecylainino)caibQnyl]be3izyI}^-pyridiny]methyl^ acid; 

[{3-[(dodecylami]io)cafbQnyl]beiizyl} (3-thienylmethyl)aminoI(oxo)acetic acid; 

[{3-[(dodecylairuno)carbonyl]bettzyl}(4-hydrcxybenzy0 acid; 

[{3 -[(dodecylairiino)carbonyl]ben2yl} (4-pbenoxybeiizyl)amino](oxo)acetic acid; 

({3 -[(dodecylaimiio)carbonyl]beiizyl} {[6-(tiifluoromethyl)-3--pyridiQyl]methyl} - 
25 araino)(oxo)acetic acid; 

3-[((caxboxycarbonyl){3-[(dodecylamino)ca3bony1]benzyl}am 

acid; 

5-[((carboxycarbonyl){3-[(dodccylamino)caibonyl]benzyl}am^ 
phenecarboxylic acid; 
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({4-[(dodecylamino)carbonyl]beiKyl}{4-[hydroxy(oxido)amin^^ 
(oxo)acetic acid; 

((l,3-beii2od3oxol-5-ylmethyl){4-[(dodecylaimno)carbonyl]-bei^ 
acetic acid; 

^ [{'*-[(<io^®cylaniino)carbonyl]beii2yl}(2.fluor^^ add; 

[{4-[(dodecylamino)carbonyl]benzyl} (4-p3ieno3^ben2yl)aiimio](oxo)acetic acid; 

4- .[((carboxycarbonyl){4-[(dodecylamino)caibonyl]ben2^ 
acid; 

5- [((carboxycarbonyl){4-[(dodecylaniino)carbonyl]beii2yl}an^ 
10 caiboxylic acid; 

[{3-[(dodecylaimno)carbonyl]benzyl} (2-thicnylmethyl)ainino](oxo)acetic add; 
[{4-[(dod©cylamino)cafbonyl]ben2yl} (isopropyl)aanino](oxo)acetic acid; 
((3,5"didilorobe3izyl) {4-[(dodecylamino)caibonyl]ben2yl} ami]io)(oxo)acetic acid; 
[(3,5.dichloiTobenzylX4- {[(3,3-diphenylpropyl)aniino]caibonyl}.ben^l)amino]-^^^ 
IS acetic add; 

[(4- {[(2-[l , 1 '-biphenyl]-4-ylefhyl)amino]caibonyI}ben2yl)(3,5-dicmoro^^ 
(Qxo)acetic acid; 

[(13-beiizodioxol-5~ylmeihyI)(4-{[(2-£l,r-bQ)henyl]-4-yle1^^^ 
b^izyl)ainino](oxo)acetic add; 

20 (23-<miydrD-lH-inden-l.yl{4-[(dodccylamino)cait^ 
add; 

{2,3-dihydro-lH-inden-l-y3[4.({[2-(4-pheno30TpLenyl>^ 
amino} (oxo)acetic add; 

[{4-[(dodecylamiiio)carbonyl]beiizyl}(4-pyridinylinethyl)a^^ 
IS ([4-(diinetiiylamino)benzyl3 {4-[(dodecylaniino)caibonyl]beii2yl} ammoXoxo)acetic 

add; 

[{4-[(dodecylamino)carbonyl]ben2yl} (3-pyridinylinethyl)ami3io](oxo)acetic acid; 
((4-cyanobenzyI){4-[(dodccylaniino)caibonyl]ben2yl} add; 
[{4.[(dode<ry3amino)catbonyl]beii2yl}(l,3-thi^^ 
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({4-[(dodecylajnino)carbonyl]benzyl} {[2-(4-inoipholinyl)- 1 ,3-thia2ol-5-yl]inetfiyl}- 
ainmo)(oxo)acetic acid; 

[{3>[(dodecylamino)carbonyl]ben2yl}(4-pyTid]Bylme1hyl)^^ (oxo)acetic acid; 
[{3-[(dode(^lainino)carbanyl]beii2yl}(3-pyridinylme1h^ (oxo)acetic acid; 

[{3-[(dodecylainino)carbonyl]ben2yl} (3-liydroxyben2yl)amiBo](oxo)acetic acid; 
((4-cyanobeiizyl) {3-[(dodecylainino)carboiiyl]benzyl) aixiiiio)(oxo)acetic acid; 
r{3-[(dodecyIaniino)caibonyl]beB2yl}(l,3-thia2ol-2-ylmethyl)am^ acid; 
({3-[(dodecylamino)carbonyl]benzyl} {[2-(4-morpholiiQ^l)-l,3-thiazol-5-yl]melhyl}- 
ainino)(oxo)ac6lic acid; 

((l,3-benzodioxo]-5-ylmetby1){3-[(dodecylaniino)caibQny]]-b 
acetic acid; 

[{4-[(dodecylamino)caibQnyl]ben2yl}(2-thienybnethyl)a^ acid; 
[ {4-[(dc>decylaniino)caibonyl]ben2yl} (2-pyridinylinethyl)airmio] (oxo)acetic acid; 
[{4-[(dodecylairiiiio)carbonyl]benzyl} (3-thienylinetfayl)ainino](oxo)acetic acid; 
[{4-[(dodecylamirio)carbcaiyl]beii2yl} (4-hydroxyben2yl)aimno](oxo)acetic acid; 
3-[((carboxycarbonyl){4-[(dodecylamino)caibonyl]ben2yl}amino)met^ 
acid; 

[cyclopentyl({5-[(dode<7lamino)su1fonyl]-2-lMeDy1}metlQrl)ami^^^ acid; 
[ben2yl({54(dodecy]axDino)sulfony]]-2-tfaienyl}me& acid; 
(({5-t(dodecyla3inno)sulfonyq-2-thienyl}nieftyl){3-IT^^ 
amiii6)(oxo)acetic acid; 

[({5-[(dc)dccylaiiiino)siilfonyl]-2-lMcnyl}mefcyl)(4-me& 
acetic acid; 

[({S-[(dodecylaimno)su]fonyq-2-tMenyl}metfayl)(2-fluoTobe 
acid; 

{({5-t(dodecylainino)siiIfonyl]-2-thienyl}inethyl)[4-(methyl^ 
amino} (oxo)acetic acad; 

[({5-[(dodecylamino)sulfonyI]-2-11iienyl}metbylX4-pheno3^ 
acetic acid; 
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4-{[(carboxycarbonyl)({5-[(dodeco^lanuno)sulfonyl]-2-thienyl}meth^^ 
me!thyl}benzoic acid; 

(({5-[(dodecylamino)sulfonyl]-2-tliieny]}methyl){[6-(trifluor^^ 
methyl} amino)(oxo)acetic acid; 

{({5-[(dodecylamino)sulfonyl].2.lMenyl}inefbyl)[3-(trffl 
(oxo)acetic acid; 

[(3"ChloToben2yl)({5-r(dodecylamino)sulfonyl].2-thi 
acid; 

{[(5-{[(3,3-dipheny]pTopyl)ainino]sulfonyl}-2-tMenyl)ineth 
bemyljamino} (oxo)acetic acid; 

{(3 -chloroben2yl)[(5- { [(3,3-diphenylpropy])ammo]sulfonyl} -2-.thienyl)methy]]- 
aiiuno}(oxo)acetic acid; i 

oxo{{[5<{[2.(4.phenoxyphenyl)efliyl]ainino}sulfonyl>2-.lM^ 
inediyl)benzyl]aixuzio} acetic add; 

((3-chlorobeii2yl){[5-({[2<4-phenoxypheiiyl)ethyl]ai^ 
methyl} amino)(oxo)acetic acid; 

{[(5-{[(2-[l,r-biphenyl]-4-yleAyl)ammo]sulfonyl}-2-lM 
methyl)ben2yl]amino}(oxo)acetic acid; 

(({l-[(cyclohexylamino)carbdDyl]-4-piperidinyl}methyl){4-[(^^ 
beii2yl}amino)(oxo)acetic acid; 

([(l-{[4Kdime1hylamino)aniliao]carbonyl}^pipOT 
carbonyl]benzyl}amxno)(axo)acetic add; 

{{4-[(dodecylamino)caiboiiyl]beii2yl}[(l.hexanoyl-4-pi^ 
(oxo)acetic acid; 

({4-[Cdodecylamino)carbonyl]ben:^l}{[l-(3-iodobeii2oyl)^^ 
aminoXoxo)acetic acid; 

{{4.[(dodecylami3io)caiiK)nyl]ben2yl} [(l-{(2E).3-[^ 
propenoyl}-4-piperidiiiyl)methyl]ami]K>}(oxo)acetic add; 
({4-[(dodecylamino)caito(»Qyl]ben2yl}{[l.(2-.quinoxaIi^^^ 
methyl} amino)(oxo)acetic add; 
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[({l-[(4-niethoxyplienyl)sulfonyl]-4-piperidinyl}methyl)(4-{[(4-pheno 
an]jno]carbony]} beii2yl)amino](oxo)acetic acid; 

[ { [ 1 -(3-iodobeiizoyl)-4-piperidinyl]inethyl} (4- {[(4-phenoxyben2yl)ammo]-carboiiyl} 
benzyl)aniino](oxo)acetic acid; 
5 oxo{ (4- {[(4-phenoxyben2yl)aniino]carbonyl}benzyl)[(l -{(2E)-3-t3- 

phenyl] -2-propeiioyl} -4-piperidiByl)iiiethyl]aimiio} acetic acid; 
{ {4-[(dodecylamiiio)carbonyl]phenyl } [2-(nietho:?^caiboByl)beiizyl]-am]no} (oxo) 
acetic acid; 

[[4-({[2-(l,l'-biphenyl-4-yl)elhy1]amino}carbonyl)-2-bromobenzyy 
10 amiiio](oxo)acetic acid; 

[(2-b]x>mo-4-{[(4-pen1yIbenzyl)ainino]carbonyl}beiizyl)(4-^^ 
acetic acid; 

[{2-bromo-4~[(dodecylammo)carboiiyl]benzyl} (4-iodobenzy])aciiiiio](oxo)acetic acic^ 
[(2,6Hiibromo-4-{[(4-pen1ylbenzyl)aix)ino]caibonyl}beii2yl)(4-iodobei^^ 
15 (oxo)acetic acid; 

((4~iodobenzyl) { [4'-( { [2-(4-phenoxyphenyl)ethyr]amino} carbonyl)- 1 , 1 '-biphenyl-4-yI] 
methyl} amiiio)(oxo)acetic acid; 

{[2-bromo-4-('([2-(4-pbenoxypheny])ethyl]amiiio} caibony])benzy]][(4*-iluon>-l ,1 
b^benyl-3-yl)methyl]amino}(oxo)acetic acid; 
20 {t4<{[2-(l,l'-biphenyl-4-yl)e1byl]ainmo}carbonyl)-2-bromo^ 
biphenyl-3-yl)methyl]ainino}(oxo)acetic acid; 

{(2-bromo-4- { [(4-^eiitylbeii2yl)aiiaiiio]cafbonyl}benzyl) [(4'-fluoro-l , 1 *-biphenyl-3-yl) • 
inet]iyl]an]iao}(oxo)acetic acid; 

{[2,6-<libromo-4-({[2-(4-pbenoxypbenyl)ethyl]amino}ca3bony 
25 bipbenyl-3-'y1)methyl]ammo}(oxo)aceticacid; 

{[4K{[2-(l»l'-biphenyl-4-yl)e1byl]aimno}carbonyl)-2,6-^^ 
* l,l*-bipbenyl-3-yl)methyl]atnino}(oxo)acetic acid; 
{(2,6-dibromo-4-{[(4~pentyIbenzyl)amiBo]cai1>onyl}bexi2yl) 
3-yl)niethyl]ainino}(oxo)acetic acid; 
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{{2,6-dibromo^[(dodecylamino)carbonyl]benzyl}[(4'^fluoro 
xnethylJamiBo} (oxo)acetic acid; 

a(4'-fIuoro-14'.biphenyl.3.yl)methyl]{[4'<{[2-(4 

carbonyl>l,r-biphenyl.4-yl]methyl}aminoXoxo)ac^^ acid; 

{({4H(dodecylaniino)carbonyl]-l,r.biphenyl^yl}me&^^^ 
yl)inethyl]ainino}(oxo)acetic acid; 

{(2.bromo-4.{[(4.pentyIbenzyl)amino]carbonyl}benz^ 
amino} (oxo)acetic acid; 

{(2,6-dibromo^{[(4-pentylbenzyl)amino]carbonyl}ben^^^ 
beiizyl]ainino}(oxo)acetic acid; 

oxo{{[4'-({[2K4-phenoxyphenyl)etfayl]amino)carbonyl)-l,r.biph 
[2-(trifluorome11ioxy)b0Q2yr|aixdno} acetic acid; 
{({4'.[(dodecylaimno)carbonyl]-l,r.biphenyl-4-yl^ 
benzyl]aimiio}(oxo)acetic acid; 

[[2^biomo-4H:{[2-(4-phenoxyphenyl)ethyI]ainino}c^ 
anmio](oxo)acetic acid; 

tC4-({[2-(l,r-bipheny]-4-yl)e1hyl]ai™iio}caibcmyl)-2-biomob^ 
ainino](oxo)acetic acid; 

[(2-b«Mno-*-{[(4-pcnlylbenzyl)amiiK)]carboayl}benzyl)(3-phenoxyb^ 
(OKO>acetic acid; 

[[2,6-dibiomo-4-({t2K4-phenoxyphenyl>1hyl]ainino}carbQnyl)beai2^ 
beiizyl)ainiiio](oxo)acetic acid; 

[[4K{[2-(l,r-biphenyl-4-yl)ethyl]aiiiino}caibonyl)-2,6-drhrom 
beiizyl)an)jiio](oxo)acetic a^d; 

t(2,6HMjronio-4-{[(4-penlylbenzyl)aniino]caibonyl}beiK^ 
(axo)acetic acid; 

[{2,6-diTjnTOo^[(dodecylaniino)cartxmyl]beiizyl}(3-phenoxy^^ 
acetic acid; 

oxo((3-phenoxybeiizyl){[4H{[2-(4-phenoxyphenyl)efliyflainino}caibonyl^^ 
biplieiiy]-4-yl]me1hyl}amino)acetic acid; 
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oxo[[(4*~ {[(4-pentylbenzyl)ainjno]carbonyl} -1,1 '-biphenyl-4-yl)methyl](3-phenoxy 
beDzyl)amino]acetic acid; 

[({4-[(dodecylaiiiino)carboiiyl]-l,l'-bipheiiyl-4-yl}meihyl^ 
(oxo)acetic acid; 

3 [[2-biomo-4-({[2-(4-phenoxyplienyl)efhyl]amino} carbcmyl)benzyl](2-iodobenzyl)- 

aaiiiio](oxo)acetic acid; 

[[4-({[2-(l , 1 •-biphenyl-4-yl)ethyl]amiiio} carbo]iyl)-2--bromobeiizy]](2-iodobeB2yI)- 
aniino](oxo)acetic acid; 

[(2-biorao-4-{[(4-pentylben2yl)ammo]carbonyl}ben2yl)(2-iod 
10 acetic acid; 

[{2-b]x>mo-4-[(dodecylaxnino)carbQnyl]benzyl}(2>iodobc^ acid 
([2-bromo-4-({[2-<4-phenoxypl]enyl)ethyI]amino}caxbony])bei^ 
XDethyl)-l,l'-biplienyl-4-yl]metir/l}anuno)(oxo)ace^ acid; 
([4^-({PKl,l'-biphenyl-4-yl)ediyl]ainjno}caibonyl)-2-biomobeiiz^ 
15 inethyl)-l,l'-biphenyl-4-yl]methyl}aiimioXoxo)acetic acid; 

((2-bromo-4- {[(4^entylbenz>^)amiiio]carbonyl}ben2yl){[2'-(trilluorom ,1 
biphenyl-4-yl]inediyl}amino)(oxo)acetic acid; 

((2-bromo-4- {[(4-pentylben2yl)aiiiino]caTbonyi}benzyl) {[2 -(trifluoiX)meth^ 
biplieDyl-4-yl]metliyl}amlnoXoKo)acetic acid; 
20 ({2-brQmo-4--[(dodecylaimno)carbonyl]bexi2yl} {[2'-(tnfluoromethyl)-l,l'-biphenyl-4- 

yl]methyl}a]mno)(oxo)acetic acid; 

([4-({[2-(l , 1 •-bipbenyl-4'=^l)e1hyl] airdno} caibonyl)-2,6-dibroinol^ 
fluoromethyl)- 1 , 1 '-biplienyl-4-yl]metbyl} ainixio)(oxo)acetic acid; 
((2,6-dibiomo--4-{[(4-pentyIbenzyl)aimno]carbonyl}ben2y^^ 
25 bip])enyl-4-yl]inethyl} amino)(oxo)acetic acid; 

({2,6-dibromo-4-[(dodecylaxnino)cafbony]]ben2yl} {[2'-(trifluorameth>i)-l ,1 
bip]iei)yl-^yl]methyl}aniinoXoxo)acetic acid; 

(( {4'-[(dodecylaimno)carbQnyl]- 1 , 1 *4>ipheiiyl-4-yl) meliiyl) {PHtrifluoromethyl)-! , 1 
bip]ienyl-4-yr)methyI}anmioXoxo)acetic acid; 
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[[4-({[2-(l,r-biphenyl-4-yl)ethy]]ammo}carbonyl)-2-bromobe^^ 
ylmetbyl)anmio](oxo)acetic acid; 

[(14'"biphenyl-2-ybnethyl)(2-bromo-4-{[(4-pentylbeiiz^^ 
anuno](oxo)acetic acid; 

((l,l'.biphenyI.2.ybnethy3){2-bromo-4-[(dodecy3aniino)^ 
(oxo)acetic acid; 

{(l,r.biphenyl-2.ylinetbyl)[2,6-dibromo^.({[2<4.iAenox^^ 
carbonyl)ben2yl]aintno}(oxo)acetic acid; 

[[4-({t2-(l,r-biphenyI^-yl)ethyl]amino}carbonyl).2,6.di^ro^^ 
2-ylmethyl)amino](oxo)acetic acid; 

I(l,l'-biphenyl.2-ylme1hy]X2,6Kiibromo-4.{[(4-^^^ 
ben^l)aixmio](oxo)acetic add; 

((l.r-bqihenyl-2.yline1hyl){2,6-diTjromo^[(dodecyla^ 
(axo)acetic acid; 

{(2-biomo-4.{[(4-peiitylbeiizyl)aimno]carbomyl}be^ 
ben2yl]amiiio}(oxo)acetic acid; 

{{2.bromo^-[(dode<^lainiiio)caTbanyl]ben2yl^ 
(oxo)acetic acid; 

{(2,6-dibromo-4-{[(4-pen1y]beDzyl)amino]carbonyy 
ben2yl]ainiiio} (oxo)acetic acid; 

{(2.bKMno^-{[(4-penty3ben2yl)aimno]carbcmyl}be^ 
amino} (oxo)acetic acid; 

{{2-biomo-4-[(dodecy]ainino)caibanyl]benzyl}[3-(t^ 
(Qxo)acetic acid; 

{(2,6-dibronM>-4-{[(4-penty1beiizy])ainino]carbonyl}b^ 
beDzyl]amino}(oxo)acetic acid; 

{{2,6-dibroino-4-[(dodecylamino)carbonyl]ben2^ [3-(trifhiammeflioxy)ben2yl]- 
amino}(oxo)acetic acid; 

{({44(dodecylainino)carbonyl]-l,l^biplienyl-4.yl}^ 
benzyl]amii]o}(oxo)acetic acid; 
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[[2-bromo-4-({[2-(4-phenoxyplienyl)e1hyl]ainmo}caibonyl)be^ 
benzyl)amino](oxo)acetic acid; 

[[4-({[2-(l,r-biphe3iyl-4-yl)etbyl]amino}carbonyl)-2-brom6 
benzyl)amino](oxo)acetic acid; 
5 [(2-bromo-4- { [(4-pen1ylben2yl)ainino]carbonyl}ben2yl)C4-phCTOxybei^ 

(oxo)acetic acid; 

[{2-bromo-4-[(dodecylamino)ca3bonyl]beiizyl}(4-phenoxyben2^ 
acid; 

[[4-({[2-(l,l'-bipbenyl-4-yl)eihyl]aimnc}cari3onyl)-2,6HHbromobei^ 
10 ben2yl)aniino](oxo)acetic acid; 

[(2,6-dibroino-4- { [(4-pentylbcn2yl)amino]carbonyl} benzyl)(4-pheiioxybeiizyl)-aniino] 
(oxo)acetic acid; 

{[4-({[2<l,l'-bq)benyl-4-yl)etli>d]ainino}carbon^ 
methyl)beii2yl]a3iuno) (oxo)acetic acid; 
15 {(2-bromo-4-{[(4-penlyIbeiizyl)aniiiio]carbonyl}bei^ 
amino} (oxo)acetic acid; 

{{2-bromo-4-[(dodecylainino)caibonyl]benzyl}t4-(trifluo^^ 
(oxo)acetic acid; 

{(2,6-dibrcimo-4-{[(4-pentylbenzyl)ainino]carbonyl}beiizyl)[^ 
20 ben2yl]aiDino}(oxo)acetic acid; 

{{2,6-dibiomo-4-[(dodecylainino)caibonyl]bem^ [4-C1riliuoiomelhyl)benzyl]-aiiiino} 
(oxo)acetic acid; 

oxo{[(4'-{[(4-pentyIbenzyl)amino]caibcmyl}-l,l'-biphOT 
inethyl)beii2yl]amino} acetic acid; 
25 {{2-biomo-4-[(dodecy]aniiiio)caibonyl3ben2yl} [3-(trifluoromethyl)benzyl]- 

aniino}(oxo)acetic acid; 

{ {2,6-dibromo-4-[(dodecylamino)carbonyl]ben2yl} [3-(trifluorbmethyl)beiizyl]-amino) 
. (oxo)acetic acid; 

oxo{[(4'-{[(4-pentyIbeBzyl)amino]carbonyl}-l,l'-biphenyl-4-yl)^ 
30 methyl)benzyl]ainino} acetic acid; 
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{(4-dibenzo[b,d]ibraii-4-ylbenzyl)[4-(trifluoromethyl)beJ^ (oxo)acetic acid; 

{(4-dibeirzo[b,d]furaii-4-ylbenzyl)[4-(trifluoromethyl)bei^ (oxo)acetic acid, 
N-methyl-D-glucamine (i.e. l-deoxy-l-(methylaniino)glucitol) salt; 

({4-[(dodecylamino)carbonyl]ben2yl} {1 -[4-(trifluoroinethy^ 
(oKo)acetic acid; 

({4-[(dodecylaiiiino)caibcmyl]benzyl}{l.[4^(tri£luorome^^^ 

(oxo)acetic acid, N-methyl-D-glucamine (i.e. l-deoxy.l-(methylamiiio)glucitol) sal^ 

{({4'-[(octylamino)carbonyl]-lJ^biphenyl-4-yl}methyl)[4-(trifl^^ 

amino} (oxo)acetic acid; 

oxo{(4-tetradec-l -ynylbenzyl)[4-(trifluoromethyI)benzyl]amiBO}acetic acid; 

{(4-dodec-l -ynylbeii2y])[4-(trifluoromethyl)beiizyl]amino} (oxo)aceti^ acid; 

{ {4-[(dodecylamino)carbonyl]beii2yl} [4-(trifluoromethyl)phenyl]amino} (oxo)acetic 

acid; 

[{4-[(dodecylamino)cafbonyl]ben2yl}(2-metho3grphenyl)amino](^^ 

((l^-diphenylefhyl){4-[(dodecylaiiiino)cajbQnyl]ben2yl 

K.(caiboxycarbonyl)-N.{4-[(dodecylamino)carbonyl]ben^ 

[{4.[(dodecylamino)carbonyl]ben2yl} (3-phenoxyplienyl)amino](oxo)acetic acid; 

[{4-[(dodecylamino)carbonyl]ben2yl} (2-isopropoxyphenyl)amino](oxo)acetic acid; 

[{4-[(dodecylamino)carbonyl]benzyl} (4-iodoplienyl)amijao](oxo)acetic acid; 

{^4-[(dodecylamino)carbonyl]ben2yl}[3-fIuoro-4-(trifluoromethyl)bej^ 
(oxo)acetic acid; 

((3-chloio-2-metiiylplienyI) {4-[(dodecylamiiio)caibonyl]ben2yl}amino)(oxo)ac^ 
acid; 

4'-((cafboxycaibonyl) {4-[(dodecylamino)cafbonyIJbeii2yl} amino)- 1, 1 •-biphenyl-.2- 
carboxylic acid; 

((2,4-dichlorobenzyl) {4-[(dodecy]aiiiino)carbonyI]ben2yl} amino)(oxo)acetic acid; 
[{4.[(dodecylamino)caibonyl]benzyl}(l^phenylpropyl)amino](oxo)ace acid; 
([2-<4-chlorophenyl)propyl] {4-[(dodecylaniino)carbonyl]ben2yI> amino)(oxo)acetic 
acid; 

[{4.[(dodecylamino)carbcmyl]ben2yl} (4-isopropoxypheny])amino](oxo)acetic acid; 
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([4-(benzyloxy)phenyl] {4- [(dodecylainino)carboByl]benzyl}a3nino)(oxo) acetic acid; 
{ {4-[(dodecylamiiio)carbonyl]benzyl} [2-(1xifluorometbyl)benzyl]acnino} (oxo)acetic 
acid; 

[ {4-[(dodecylamiiio)caxbcmyl]benzyl} (2-meihoxybenzyl)ainino](oxo)acetic acid; 
5 ([(1R)-1 -(4-ch3orqphenyl)efliyl] {4-[(dodecylamino)caibonyl]beiizyl}aiiuno)-(oxo) 

acetic acid; 

((3,4-dichlbrobeiizyl) {4-[(dodecylamino)carboiiyl]ben2yl} amiiio)(oxo)acetic acid 

((l-ben20thien-3«ylmetfayl){4-[(dodecylamiBo)carbonyl]ben2yl}amino)(o^ 

acid; 

10 ([2-(2,6-dacblorophenyl)ethyl] {4-[(dodecylaimno)carbonyl]benzyl} aminoXpxo)acetic 

acid; 

({4.[(dodecylaxn]no)carbonyl]be3azyl}{2-[3-(tiifluorome^ 
(GXo)acetic add; 

{ {4-[(dodecylamiiio)carbonyl]benzyl} [2-(3-fluon>pbesyl)etibyl]aimno}(oxo)acetic 
15 acid; 

([(1 S)-l -(4-cMorophenyl)ethyl] {4-[(dodecylamino)caibonyl]benzyi} aniino)(oxo)- 
acetic acid; 

{{4-[(dodecylamijao)carbonyl]ben2yl}[(lS>l-pbeiiylethyl]amino}(^^ acid; 
{ {4-[(dodecyla2tdiio)carbonyl]benzyl} [(1R)-1 -phenylet!hyl]ainino} (oxo)acetic add; 
20 ([3-(benzyloxy)pbcaayl] {4-[(dodecylanuno)catbonyl]ben2yl} ainino)(oxo)acetic acid; 

N-(cafboxycajbonyl)-N- {4-[(dodecylainino)carbonyl]beiizyl} -D-phenylalanin^ 
{ {4-[(dodec^lanuiio}carbonyl}phenyl} [4-(tn£luo]X>mefbyl)beiizyl]amino} Coxo)acetic 
acid; 

{ {4-[(dodecylainino)carbonyl]phenyl} [4-(trifluorometiiyl)beiizyl]amiiio} (oxo)acetic 
25 acid, N-methyl-D-glucamine (i.e. l-deoxy-l-(metibiylainino)glucitol) salt; 

oxo{ { 1 -[4-(triflu6ioinethyl)phenyl]ethyl} [4-(3-uiidecyl-l,2,4-oxadiazoI-5-yl)benzyr| 
amino} acetic add; 

oxo{ {l-[4-(tri£luoromethyl)ph^yl]cthyl} [4-(3-midccyl-l^,4-oxadiazol-5-yl)ben2yI] 
aminojacetic acid, N-mcthyl-D-glucamine (i.e. l-deoxy-l-(methylamino)glucitol) salt; 
30 ([(2-butyl-l-benzofuraii-3-yl)metby]]{4-[(dodccylamino)<^^ 
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(oxo)acetic acid; 

{Cl-{4-[(dodecylamino)carboByl]phenyl}ethyl)[4Ktri^^ 
(oxo)acetic acid; 

{(l-{4-[(dodecylamino)carbonyl]phenyl}ethyl)[4-(trifl^^ 

(oxo)acelic acid, N-methyl-D-glucaimne (i,e. l-deoxy-l.(inefhy]aimBo)gIucitol) salt; 

{(4-{[(4K>c1ylpheByl)a3mno]caibonyl}ben2yl)[^^ 

acetic acid; 

{(3-chlorobenzyl)[4-(3-undecytl.2,4-<«adia2ol-5-yl)ben2yl]aiiuno}(^^^^ 
{(3-cMorobei3zyl)[4-(3-undecy]-l,2,4-oxadiazol-5-yl)benzyl]aniino}(^^ 
N-mefliyJ-D-glucamine (i.e. l-deoxy-Hmethylammo)glucitol) salt; 

{{cyclc>pentyl[4Ktrifluoromethyl)phenyl]n„3thyl}[4-(tridec^^ 
amino} (oxo)acefic acid; 

oxo([4-(trifluorometiQrl)benzyl]{[4.(3-iii^ecyl.lA4K>xadia2o^^ 
methyl} amiao)acetic acid; 

oxo([4-(trifluoromefl.yl)ben2yl3{[4K3.midecyl-lA4K>xadia2ol-5-yl>l^ 
methyl}ammo)Metic acid, N-methyl-D-glucamine (le. l-deoxy-l-(mefliy]amino>. 
glucitol) salt; 

{{cyc]opentyl[4-(trifluoion,elhyl)phenyl]methyl}[4-(3-mKiecyl-lA 
yl)beii2yl]aiDjno}(oxo)acetic acid; 

{{cycI«^penlyl[4KtrffluoiQmethyl)phenyl]metbyl}i4-(3-uiide 

yl)beazyl]anuiio}(oxo)acetic acid, N-meaytD-glucaniine (Le. l-deoxy.l.(me1hyl. 
amino)glucitol) salt; w 

{(4^ben2o[b.d]fiaan-4-ylphenyl)[4KtrifIuoromefliyl)ben2yfl ^dd; 
{(4-dibeir.o[b,d]furai^-ylpbenyl)[4-(trifluoromefhyl)ben2y)]a^ 
N-methyl-D-glucamine (i.e. l-deoxy-l-(methylamino)gIucitol) salt; 
{[4-(octyloxy)ben2yl][4-(liifluorometbyl)ben2yl]anmio} (oxo)acetic acid; 
{[4-(octyloxy)benzyq[4-(tri£luo«miethyl)ben2yl]amino}(oxo)acetic acid. N-methyl-D- 
glucamine (ie. l-<ieo3Qr-l-(mefliylamino)0ucitol)aalt; 

[[2-(3-cUo«>pheiiyl)elIiyl](4-dec-l-yiiyIben2yl)amino](oxo 
([2K3-chl<m^henyl)elhyl]{4-[(lZ)-dec.l-enyl]benzyl}aniino)(c«o)acetic^^ 
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{[2~(3-cliIorophenyl)elhyl][4-(3-imdecyl-l,2,4-oxadiazol-5-yl)beir^ 
acetic acid; 

{[2-(3-cWorophenyl)e11iyl][4-(3-imdecyl-lA4-oxadiazol-5-yl)beii2yl]am 
acetic acid, N-methyl-D-ghicamine (i.e. l-deoxy-l-(mefhylaimno)gliicitol) salt; 
5 oxo { {(lR)-l-[4-(trifhioromethyl)phenyl]ethyl} [4-(3-imdecyl-l A^-oxadiazol-S- 

yl)bei]2yl]aimno} acetic acid; 

oxo{ {(lR)-l-.[4-(trifluoromethyl)phenyl]ethyl} [4-(3-vmdecyl-l,2,4-oxadiazol-5- 
yl)benzyl]ainino}acetic acid, N-methyl-D-glucaraine (i.e. l-deoxy-l-(inethylaniino)- 
glucitol) salt; 

10 oxo{[4-(trifluoromethyl)phenyl][4-(3-iindecyl-l,2,4-<)xadiazol-5-yl)be^ 
acetic acid; 

oxo{[4-(trifluoromethyl)phenyl][4<3-unde<grl-lA4-oxadiazol^^ 
acetic acid, N-methyl-D-glucaimne (i.e. lH3eoxy-l<methylaimjio)gliicitol) salt; 
oxo{ {(lS)-l-[4-(trifhioromethyl)phenyI]ethyl} [4-(3-undecyl-l,2,4-oxadiazol-5- 
35 yl)ben2yl]amino} acetic acid; 

oxo{ {(1 S)-l-[4-(trifluoroniethyl)phenyl]ethyl} [4-(3-undecyl-l ,2,4-oxadiazol-5- 
yl)benzyl]ainino} acetic acid, N-methyl-D-gJucamine (i.e. 1 -deoxy-1 -(methylainino> 
glucitol) salt; 

[(3-cliloroben2yl)(4-dec-l -ynyIbenzyl)anuBo](oxo)acetic acid; 
20 [(3-cMorobcnzylX4-dec-l -ynylben2yl)ainino](oxo)acetic acid, N-methyl-D-glucamine 

(Le. l-deoxy-l-(methylatnino)glucitol)salt; 

[[2-(3-dbloropbenyl)efhyl](4-CK:t-l-ynylben2yl)airdno](oxo)acetic acid; 
[[2~(3-<^omphenyl)ettiyl](4-oct-l-ynylbeiizyl)amino](ox acid, N-methyl-D- 

glucamine (Le. I-deoxy-l-(mel3iylamino)glucitol) salt; 

25 {(4-dec- 1 .yiiylben2yl)[4-(trifluoromethyl)pbenyl]amiiio} (oxo)acetic acid; 

((4-dec-l-ynylbenzyl){l "[4-(trifluorometbyl)phenyl]ethyl}aminoXoxo)acetic acnd; 
((4-dec-l-ynylbenzyl){l-[4-(trifluoromethyl)pbenyl]ethyl}amirio) acid, N- 

jnethyl-D-ghicamine (Le. l-deoxy-l-(methylamiiio)glucitol) sal^ 
{ { 1 -methyl-1 -[4-(trif)uorometihiyl)phenyl]ettiyl} [4-(3 -undecyl- 1 ,2,4-oxadiazol-5-yl) 

30 benzyl]ami]io}(oxo)acetic acid; 
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{ { 1 -m€thyl- 1 -[4-(trifluoToinethyl)phenyl]ethyl} [4.(3-undecyl- 1 ,2,4-oxadiazol-5-yl) 
ben2yl]amiiio}(oxo)acetic acid, N-metbyl-D-glucamine (ie. l-deoxy-l- 
(inethylamino)gIucitol) sal^ 

{[2<3^Uoiophenyl)etliyl][4.(3.oc1yl.l,2,4K>xadia2ol^ 
s acid; 

{[2-(3.chlorophenyl)ethyl][4-(3-octyl-l,2,4-oxadia2ol-5.yl)bei^^ 
acid, N-methyl-D-glucamiBe (i.e. l-deoxy-l.(methy1ainiiio)glucitol) sal^ 

{[4<3^ctyl-l,2,4.oxadiazol.5-yl)benzyl][4.(trifluoromelfa^^^ 
acetic acid; 

10 <['^-(3-<>ctyl-l,2,4-oxadiazol-5-yl)benzyl][4-(trifluorx)me&^^^ 

acetic acid, N-methyl-D-glucarainc (i.e. l-deoxy-l.(methylaimno)ghicitol) salt; 

{{[4Kdodecyloxy)-l.naphthyl]metbyl}[4-(trifluorome1byl)ben^ 
acid; 

{{[4-(dodecyloxy>l.naph1byl3me^yl}[4-(tri£h3oromethyl)ben2^ 

15 acid, N-methyl-D-glucanmie (i.e. 1 nJeoxy-l .(metliylamiiio)glucitol) salt 

[(4-bromobenzylX4-oct-l -yBylbenzyl)aniino](oxo)acetic acid; 

[{4-[(dodecy]aniino)carbonyl]benzyl}(2-hydroxy-l.phenyleA^^^ 
acid; 

((4-dec-l-yny]ben2yl){l.meftyl-l-[4-(trifluoromethyl)ph^ 
20 acetic acid; 

((4-dec.l.yaiy]ben2yl){l.methyl.l-[4-(trifluorome1byl^^^ 

acetic acid, N-methyl-D-glucanmie (i.c. l^iJeoxy-l-(metihiylamiiio)gIiicitol) sal^ 

oxo{ {4-[(9Z)-tetradec-9-enoylamino]benzyl} [4-(trifluoiometbyl)ben2yl]aimno}-acetic 
acid; 

25 {(4-dec.l-ynyIbeii2yl)[4<trifluoromethyl)benzyl]amiiio} (oxo)acetic acid; 

oxo{[4.(trifIuoromeihyl)beiizyl][3-(3-uiidecyl-l,2,4^xadia2^^ 
amino} acetic acid; 

oxo{[4-(trifluoromethyl)benzyl][3.(3-undecyl.l.2,4-oxadiaz^^^ 
acetic acid, N-metfayl-D-ghicamine (i,e. l-deoxy-l-(inetiiylaniiiio)glucitol) salt; 
w {(4-dodecylbeiizyl)[4<trifluoromethyl)ben2yl]amino}(oxo)acetic acid; 
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{(4-dodecyIbenzyl)[4-(trifluoroniethyl)benzyl]aniino}(oxo)acetic acid, N-methyl-D- 
glucamine (i.e. l-deoxy-l-(methylainmo)glucitol) salt; 

{[(2-butyl-l-benzofliraii-3-yl3methyl]amino}carbonyl)te 
me1hyl)benzyl]am]no}(oxo)acetic acid; 
5 {(4-{[4-<beii2yloxy)beii2oyl]amino)benzyl)[4-(liifluoiom 
acetic acid; 

{(3,5-dichlorobeii2yl)[4-(tridecanoylainino)benzyl]arniiio} (oxo)acetic acid; 
{(3,5-<iichloroben2yl)[4-(tridecanoylamino)ben2yl]aniijio}(oj^^ acid, N-metbyl - 

"D-glucamine (i,e. l-^eoxy-l-(methylamijQo)glucitol) salt; 
10 { {4-[(4'-octylphenyl)ethyiiyl]benzyl} [4-(trifluorometbyl)ben2yl]aniiJio} (oxo)acetic 

acid; 

oxo{[4-(trif[uorometfiyl)ben2yl][4-(5-undecyl-lA4K)xadia2ol-3-yl)beii^ 
acetic add; 

oxol f 4-(trifluoromethvl)beDZvl][4-(5-UDdecyl-l j2.,4-oxadiazo1-3-y1)l>en9y1] gTiiitir> } , 
acetic acid, N-mcthyl-D-glucamine (i.e. l-deoxy-l-(raethylainino)glucitol) salt; 
{ {4-[2<4-octy1phenyl)e^yl]beii2yl} [4-(trifluoromethyl)benzyl]amino} (oxo)acetic 
acid; 

{(4- {[4-(h€ptyloxy)phenyl]ethynyl}ben2yl)[4-(trifluoromethyl)ben2yl]am^ - 
(oxo)acetic acid; 

{ {4-[(4.bu1ylphenyl)ethynyl]beii2yl} [4.(trifluoromefhyl)benzyl]amiiio} (oxo)acetic 
acid; 

{ {4-[t4-liexylphenyl)ethyiiyl]benzyl} [4-(trifluorometl^l)beD2yI]amino} (ajl:o)acetic 
acid; 

{ {4-[(4-hexylphenyl)ethyiiyl]beiizyl} [4-(tri£luorometbyl)benzyl]aniiiio} (oxo)acetic 
acid, N-xnefliyl-D-glucainine (i.e, l-deoxy-l-(me1bylainino)glucitol) salt; 
oxo {(4-{[4<pentyloxy)ph€nyl]ethynyl}ben2yl)[4-(trifluorometby))ben^ - 
acetic acid; 

oxo{ {4-[(4-propyIphcnyI)cthynyl]bcnzyl} [4-(tiifluorometbyl)benzyl]aiiiino}acetic 
acid; 

[[2-(3-chlorppbenyI)ethyl](4-dodec-l -yny]benzy])am]no](oxo)acetic acid; 
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[[2-(3.chlorophenyl)ethyl](4.dodec.l.ynylbenzy^^^ acid, N-methyl- 

D-glucamine (i.e. l-deoxy-l-(methylamino)glucitol) salt; 
{(4K)ct.l.ynylbenzyl)[4.(trifluoromethyl)benzyl]a2n^ (oxo)acetic acid; 

{[4<1 l-hydroxyuBdec.l.y.,yl)ben2yl][4<trifIuoromeA^^^^ 
acid; 

{[4^1 l-methoxy-l lK,xouiidec-l.ynyl)beiKyl][4Ktrifluoromethyl)ben2yl]an^ 
(oxo)acetic acid; 

n-[4-({(carboxycarbonyl)[4-(trifluoromethyl)l^l]amino}nie1hyl)phenyl]^ 
ynoic acid; 

{(4-{[4-(ben^loxy)phenyl]ethynyl}ben2yl)[4-(triflu<m)inelhyl)be^ 
acetic acid; 

{(4-{2^[4-(hep1yloxy)phenyl]ethyl}beiizyl)[4-(ttffl^ 
acetic acid; 

{{4-[2<4-butylpheay])elhy]]l«n2yl}[4-(tdfluoroniethyl)ben2yl]aim^^ 

acid; 

{{4-[2-(4-hexylpheny])efeyl]ben2yl}r4-(trifIuoKmieflqrl)b^ 

acid; 

{|4-[2-(4-hexylpheny])e1hy]]benzyl}[4-(trifluoromethyl)ben2yl]ainm^ 
acid,N-melhyl-D-glucamine (i.e. l-deoxy-l-(methylaniiiio)gIucitol) sail; 

oxo{(4-{2.[4-Cpcntyloxy)phenyl]ethyl}ben2yl)[4-(lrifIuorometbyl)benzyl]-aiim 
acetic acid; 

oxo{{4-[2<4.proRylphenyl)e1hyl3b^]}£4Ktrifluoioineflorl)ben^ 

acid; 

n-[4-({(carboxycaibonyl)[4<ttifluor<miefliyl)beii2yqamiiK>}inea,^^ 
tmdecanoic acid; 

{[4.(1 l-hydn>xymidecyl)ben2yl][4-(trifluoromethyl)ben2yl3aniino}(oxo)acetic acid; 
{(4-dodec-l-ynylben2ylX4-(trifluoroniethyl)phenylJamino} (oxo)acetic acid; 

{(4Hk,dec-l.yBylben2yl)[4-(trifIuoromethyl)phenyl]amino}(oxo)acetic acid. N-mefliyl- 
D-ghicamine (ie. l-deoxy-l-(mefliylaimno)gliicitol) salt; 

oxo([4.(trifluorometbyl)ben2yl]{4-[2-(3-unde«yl.U.4H>xadiazol.5-yl^^^^ 
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aniiiio)acetic acid; 

oxo([4-(trifluoromethyl)benzyl] {4-[2-(3-uiidecyl-l,2,4-oxadiazol-5-yl)ethyl]beiizyl} - 
amino)acetic acid, N-methyl-D-glucamine (i.e. l-deoxy-l-(methylamijQo)glucitol)salt; 
{ -{4-[2-.(3-octyl-l ,2,4.oxadiazol-5-yl)ethyl]ben2yl} [4-(lrifluoromethyl)ben2yI]-airiiiio} 
5 (oxo)acetic acid; 

{ {4-[2-(3-octyl-l ,2,4-oxadia2ol-5-yl)ethyl]benzyl} [4.(trifluoromethyl)ben2yl]- 
amino} (oxo)acetic acid, N-methyl-D-glucaimne (Le, l*deoxy-l-(methylaniino) 
glucitol) salt; 

{ {4-[(4-octylbenzoy))ainino]beiizyl} [4-(trifluoromethyl)benzyl]amiiio} (oxo)acetic 
acid; 

{ '{4-[(4-octylbcnzoyl)aitmio]benzyl) [4-(1rifluoromethyl)benzyl]amino} (oxo)acetic 
acid, N-methyl-D-glucanainc (i.e. l-deoxy-l-(me&ylamiiio)glucitaI) salt; 
oxo{[(l-tridecanoylpiperidin-4-yl)me^yl]|;4-(trifh3oro 
acid; 

{ {[l-(4-octylbenzoyl)piperidin-4-yl]methyl} [4-(tiifluoTomethyl)benzyr|-a]miio}- 
(oxo)acetic acid; 

{ {[1 -(4-octylbenzoyl)piperidin-4-yl]methyl} t4-(trifluoroinethyl)beiizyl]ainino}-(oxo) 
acetic acid, N-metfayl-D-glucazDine (i.e. l-deoxy-l-(inethylainino)gJucitol) salt; 
{[(3-dec-l-ynyl-l-benzofuran-5-yl)methyl][4-(trifluoromefliyl)^ 
acetic acid; 

{[(3-dodec-l -ynyl-1 -ben2ofbTan-5-yl)methyl][4-(trifluorome11iyl)beii2yl]a^^ 
acetic acid; 

oxo{({3-[(4-pTopylphenyl)ethynyl>l-beiizofuimi-5-yl}me1hyl)[4-(tr^ 
benzylJamixLo} acetic acid; 

[(4-dodec-l -ynylben2yl)(4-lluor6benzyl)amino](oxo)acetic acid; 
[bis(4-oct-l -ynylben2yl)ainino](oxo)acetic acid; 

{[(6-dodec-l -ynylpyridin-3-yl)metbyI][4-(trifIuoix)melhyl)benzyl]anuiio} (oxo)acetic 
acid; 

{(3 -dodec-1 -ynylbenzyl)[4-(trifluoromefhyl)beii2yl]amino} (oxo)ace1ic acid; 
{[2-(2-fIuorophenyl)ethyl][4-(3-undecyl-l,2,4<ocadia2ol-5-yl)ben2^ 
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acetic acid; 

{[2-(2-fluoTophenyl)ethyl][3-(3-undecyl-l,2,4-oxadiazol-5-yl)ben2yl]an^ 
acetic acid; 

{[2<2-fluoraphenyl)etbyl][4-(3-octyl-l,2,4-oxadiazol-5.yl)ben^ 
acid; 

{[2-(3,4-dichloiophenyl)ethyl][4-(3-undecyl-l,2,4-<>xadiazol-5-yl)ben^ 
(oxo)acetic acid; 

{[2-(3,4-dichlorophenyl)etbyl][3 -(3-undecyl- 1 ,2,4~oxadiazol-5-yl)benzyl]amino} - 
(oxo)acetic acid; 

{[2-(3,4-dichloropheiiyl)etbyl][4-(3-octyl- 1 ,2,4-oxadiazol-5-yl)benzyl] 
amino} (oxo)acctic acid; 

{[2-(14'-bipbenyl-4-yl)ethyl][4-(3-\mdecyl-l,2,4-oxadia2ol-^ 
acetic acid; 

{[2-(l,l'-bapbenyl-4-yl)eflayl][3-(3-undecyl-i;2,4-oxadiazol-5-yl)ben2yI^ 

acetic acid; 

{[2.(l,l'-biphenyl-4-yl)ethyl][4-(3-octyl-l,2,4<>xadia2ol-5.yl)bei^ 
acetic acid; 

oxo{5,6,7,8-tetrahydronaphthalen~l -yl[4-(3-undecyl-l ,2,4-oxadiazol-5-yl)ben2yl]- 
amino} acetic acid; 

oxo{5,6,7,8-tc1rahydTonaphthalen-l-yl[3-(3-imde<^l-l^,4-oxadiazol-5-^^ 
amino} acetic acid; 

[[4-(3H5c<yl-l,2,4-<>xadiazol-5-yl)ben2yl](5,6,7,8-tetrahydro 
(oxo)acetic acid; 

{(l,l'-bipbenyl-3-ybnethyl)[4-(3-undecyl-l,254-<>xadiazol-5-yl)b€n2yl]ami^ 
acetic acid; 

{(1 , 1 '-biphenyl-3-ybnethyl)£3 -(3 -undecyl-1 ,2,4>oxadiazol-5-yl)benzy]]amino} -(oxo) 
acetic acid; 

{(1 ,1 -bipbenyl-3-ylmetbyl)[4-(3-<K^l<-l y2,4-oxadiazol-5-yl)ben2yl]amin^ -(oxo> 
acetic acid; 

{(1 -benzothien-3-ybnetbyI)[4-(3 -undecyl- 1 ,2,4-oxadiazol-5-yl}benzyl]amino} -(oxo)- 
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acetic acid; 

{(1 -beiizotbien-3-ytoetfayl)[3<3-undecyl-l,2,4K)xadiazol-5-yl)b^ (oxo)- 
acetic acid; 

{(l-benzo1hien-3-ylmethyl)[4<3-octyl.l,2,4-oxadiazol-5-^^^ 

s acetic acid; 

oxo{[2.(trifluoroniethyl)ben2yl][4-(3-undecyl-l,2,4-oxadiaz^^ 

acetic acid; 

oxo{[2<trifluoroine1hyl)ben2yl][3<3-undecyl-l,2,4^xa^ 
acetic acid; 

10 {[4-(3-octyl-lA4-oxadiazol-5-y))benzyl][2-(tnfluoroniethyl)benzyl]am 
acetic acid; 

oxo{[3Klrifluoromethyl)ben2yl][4-C3-undecyl-lA4-oxadiaM^ 
acetic acid; 

oxo{[3-(1rifluoromethyl)benao^l][3<3-iuidecyl.lA4-oxadiazo^ 

15 acetic acid; 

{[4-(3-octyl-l,2,4-oxadiazol-5-yl)ben2yl][3Ktrifluoromethyl^ 

acetic acid; 

{(2-methoxybenzyl)[4-(3-midecyl- 1 ,2,4.oxadiazol-5-yl)ben2yI]amino} (oxo)acetic add 
{(2-melboxyben2yl)[3<3-mdecyl-l,2,4-oxadia2ol-5-yl)benzyn 

20 acid; 

{(2-me1hoxyben2yl)[4-(3-octyl-l,2,4-^xadiazol-5-yl)beiizyl]ai^ 
oxo{ {4-[(trifluorome&yl>ulfonyl]benzyl} [4-(3-undecyl^ 

amino} acetic acid; 

oxo{ {4.[(trifluoxomethyl)sulfonyl]ben2^1} [3-(3-undecyl-l,2,4-oxadiazol-5-yl)-beiizyl] 

25 aiuino} acetic acid; 

([4-(3>octyl- 1 ,2,4-oxadia2ol-5-yl)benzyl] {4-[(trifluoiiomet^ 

aminoXoxo)acetic acid; 

{l,3-benzodioxol-5-yl[4-(3.imdecyl-l,2,4-oxadiazol-5-yl)bem^ 
acid; 

30 {i,3-benzodioxol-5-yl[3<3-undecyl-lA4-oxadiazol-5.yl)ben2yl]a^ 
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acid; 

{13-benzodioxol-5-yI[4-(3-octyl-l,2,4K)xadiazol-5-yl)ben2yl]armDo}(o^ acid; 
{[(4-dodec-l -ynyl-1 -naphlhyl)methyl][4-(trifluoromethyl)benzyl]amm (oxo)acetic 
acid; 

{[(4-dec-l-ynyl-l -iiaphthyl)melhyl] [4-(tiifluorometliyl)benzyl]aniino} (oxo)acetic acid; 
{[(4-dec-l-ynyl-l-naphthyl)methyl][4.(tiifluoiometh 

oxo{ [4-(trifluoromefhyl)benzyl][4-(4-undecyI-l ,3 -thiazol-2.yl)beii2yl]amino} acetic 

acid; 

{(4-dec- 1 -ynylben2y])[2-(2-fluorophenyl)eliiyl]ajtnino} (oxo)acetic acid; 

{(4-dodec-l -yiiylbeirzyl)[2-(2-fluorophenyl)ethyl]ainino} (oxo)acetic acid; 

{ {[4-(dodecyloxy)- 1 -naphthyl]inethyl} [2-(2-fluorophenyl)ethyl3anaiiio} (oxo)acetic 

acid; 

{[2-(2-fluoropheiiyl)ethyl][4-(oc1yloxy)ben2yl]anm (oxo)acetic acid; 

{(4-dec-l-ynylben2yl)[2-(trifluoTomethyl)ben2yl]ai^ (oxo)acetic acid; 

{(4-dodec-l-ynyIbeii2yl)[2<trifluoromethyl)ben:^l]anm 

{{[4-(dodecyloxy)-l-naphthyl]melhy]}[2-(trifluoromelJiyl)ben2^ 
acid; 

{[4-(octyloxy)benzyl][2-{tTifluorometiiyI)ben2yl]amino} (oxo)acetic acid; 
{(4-dec-l-yByIbenzyl)[2-(3,4-dichIorophenyl)ethyl]aniino} (oxo)acetic acid; 
[[2-(3,4-dicMoTophenyl)ethyl](4-dodec-l -ynylbenzyOairu^ acid; 
([2-(3,4-dicWorophenyl)et3iyl] {[4-(dodecyloxy)-l-n^hthyI]mefhyl} amino) (oxo) 
•dcetic acid; 

{[2-(3,4-dichlorophenyl)ethyl][4"(octyloxy)beiizyl]ainino} (oxo)acetic acid; 
({4-[(4-hexylphenyl)etliynyl]benzyl} {l-methyl-l-[4-(trijauoromelhy])pl]enyl] ethyl} 
amiiio)(oxo)acetic acid; 

{[4-(5-Ko^clohexy3pent-l-ynyl)benzyl][4-(trifluoromethyl)ben^ 
acid; 

{{3-[(4-hexylphenyl)e1hynyl]bemyl}[4-(trifluoromethyl)ben^ 
acid; 

{[4-(4-el3iyl-3-hydroxyoct-l -yByl)ben2yl][4-(trifIuoromethyl)ben2yl]amiiio} -(oxo)- 
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acetic acid; 

{(2-dec-l -ynyIbenzyl)[4-(trifluorome1hyl)ben2yl]ammo} (oxo)acetic acid; 
{(4-dec-l-ynyIben2yl)[4-(trifluorometbyl)l3enzyl]aii^ acid, L-lysine 

salt; 

{(4-dec-l -ynyIbenzyl)[4-(trifluoromethyl)ben^l]aimno} (oxo)acetic acid, 
tromethainine (i.e. (2-aniiao-2-hydroxymelbyl)-l53-propanediol) salt; 
{(4-dec-l-ynyIben2yl)[4-(trifluoromelhyl)ben2yl]amiiio}(oxo)acetic acid, I>Axgiixme 
salt; 

Sodium {(4-dec-l-ynylben2yl)[4-(trifluoromethyl)berizyl]amiiio}(oxo)acetate, 

17. Use according to any of Ifae preceding claims wherein the cardiovascular disorder is 
heart failure. 

18. Use according to any of the preceding claims wherein the cardiovascular disorder is 
IS chronic heart £ulure. 

19. Use according to any of the preceding claims wherein the cardiovascular disorder is 
endodielial dysfunction. 
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